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Ae amount excreted
ADR adverse drug reactions
Ah aryl hydrocarbon
ANOVA analysis of variance
ATP adenosine triphosphate
ATPIII 3rd Report of the Expert Panel on Detection, Evaluation, and Treatment of High Blood
Cholesterol in Adults (Adult Treatment Panel III)
AUC area under the concentration-time curve
14C radioactive isotope of carbon
CAR constitutive androstane receptor
CK creatine kinase
CL clearance
Cmax peak concentration
cMOAT canalicular multispecific anion transporter (ABCC2, MRP2)
CRP C-reactive protein
CV coefficient of variation
CYP cytochrome P450
DNA deoxyribonucleic acid
EDTA ethylenediaminetetraacetic acid
FDA Food and Drug Administration
FMO flavin-containing mono-oxygenase
FXR farnesoid X receptor
GR glucocorticoid receptor
GST glutathione-S-transferase
HDL high-density lipoprotein
HIV human immunodeficiency virus
HMG-CoA 3-hydroxy-3-methylglutaryl-coenzyme A
HPLC high-performance liquid chromatography
IC50 concentration of inhibitor corresponding to a 50% decrease in reaction velocity
K+ potassium
Ki inhibition constant
LC/MS/MS liquid-chromatography-tandem mass spectrometry
LDL low-density lipoprotein
7LXR liver X receptor
m/z mass-to-charge ratio
MAO monoamine oxidase
MDR multidrug resistance
mRNA mitochondrial ribonucleic acid
MRP2 multidrug resistance protein 2 (ABCC2, cMOAT)
MRP3 multidrug resistance protein 3 (ABCC3)
Na+ sodium
NADPH nicotinamide adenine dinucleotide phosphate (reduced form)
NTCP Na+-dependent taurocholate co-transporting polypeptide
OATP-B organic anion-transporting polypeptide B (SLCO2B1, OATP2B1, OATP-RP2)
OATP-C organic anion-transporting polypeptide C (SLCO1B1, OATP1B1, OATP2, LST-1)
P-gp P-glycoprotein (MDR1, ABCB1, PGY1, GP170)
PPAR peroxisome proliferator-activated receptor
PPRE peroxisome proliferator response element
PXR pregnane X receptor
RNA ribonucleic acid
RXR retinoid X receptor
SD standard deviation
SEM standard error of mean
SNP single nucleotide polymorphism
SULT sulfotransferase
t½ elimination half-life
tmax time to peak concentration
UGT UDP-glucuronosyltransferase
VDR vitamin D receptor
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9Abstract
HMG-CoA reductase inhibitors (statins) and fibrates are cholesterol-lowering drugs with
complementary effects on plasma lipid levels. Although the combination of statins and fibrates is highly
effective and listed in guidelines as an option in selected patient populations, it is also associated with a
higher risk of severe muscle adverse effects. The risk for muscle adverse effects is known to increase
with increasing statin concentrations. We carried out a series of investigations to determine whether the
fibrate gemfibrozil increases plasma concentrations of four statins: simvastatin, lovastatin, cerivastatin
and pravastatin. We also studied the effect of bezafibrate on lovastatin concentrations. Secondly,  we
studied the effects of antimicrobal drug rifampicin on the pharmacokinetics of simvastatin and
pravastatin. Rifampicin is a model inducer of drug metabolism and drug transport.
All the studies were randomised, blinded and placebo-controlled, with a cross-over design in healthy
human volunteers. Pretreatment with clinically relevant doses of a fibrate or rifampicin was followed by
a single dose of statin, whereafter blood samples were collected to determine the plasma statin
concentrations, and the pharmacokinetic parameters calculated.
Gemfibrozil significantly increased the area under the plasma concentration-curve (AUC) of all statins
studied. On average, the AUC of cerivastatin, lovastatin acid, simvastatin acid, and pravastatin increased
about six-fold, three-fold, three-fold and two-fold, compared to control phase values. The extent of the
interactions comprised large interindividual variations, and the greatest increase in AUC by gemfibrozil
was more than 10-fold for lovastatin acid and cerivastatin. Bezafibrate on the other hand, did not
significantly affect the pharmacokinetics of lovastatin. Rifampicin reduced the AUC of active
simvastatin acid to less than 10% of control phase values, whereas the mean AUC values of pravastatin
decreased only to about 70%.
These studies reveal a clinically significant pharmacokinetic drug interaction between gemfibrozil and
statins. The adverse effects of the gemfibrozil-statin combinations may at least partially result from the
pharmacokinetic interaction observed, and should be taken into account when choosing an appropriate
combination and dosage of a statin and fibrate. Other commonly used fibrates may be void of the
pharmacokinetic interaction with statins. The interaction between simvastatin and rifampicin is
significant and may result in reduced statin efficacy, whereas the effect of rifampicin on pravastatin is
considerably smaller. Therefore pravastatin could be used in preference to simvastatin in patients using
potent inducers of CYP3A4.
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Introduction
HMG-CoA reductase inhibitors (statins) are first-choice drugs in the treatment of elevated blood
cholesterol levels. Statins are powerful low-density lipoprotein (LDL) cholesterol-lowering drugs that
are widely used in clinical practice. Results from clinical trials have demonstrated a decrease in coronary
heart disease and all-cause mortality, reductions in myocardial infarctions, revascularisation procedures,
stroke and peripheral vascular disease (Pasternak et al. 2002). Treatment of hypercholesterolemia is
often lifelong, and patients often have concomitant diseases and medications that increase the
likelihood of adverse drug interactions.
Although statins are well-tolerated in monotherapy, they can cause myopathy or even rhabdomyolysis
as a rare side effect. Rhabdomyolysis is a potentially fatal condition resulting from destruction of
skeletal muscle and leading to excretion of myoglobin in the urine and renal failure. The muscle toxicity
of statins has been shown to be a dose- and concentration-dependent phenomenon (Bradford et al.
1991; Dujovne et al. 1991; 1997; Pierno et al. 1999), and the risk of muscle toxicity increases when
statins are used with drugs such as intraconazole or erythromycin (Chang et al. 2002). The mechanism
of these interactions is the increase in statin plasma concentration by inhibition of cytochrome P-450
(CYP) 3A4 by itraconazole or erythromycin (Neuvonen and Jalava 1996; Kantola et al. 1998a).
Fibrates, such as gemfibrozil and bezafibrate, are another class of lipid-lowering drugs. Fibrates reduce
triglyceride levels and increase high-density lipoprotein (HDL) cholesterol levels, whereas statins
effectively reduce low-density lipoprotein (LDL) cholesterol with usually smaller effects on triglycerides
and HDL-cholesterol. Accordingly, patients with mixed lipid disorders may benefit from a combination
of a statin and a fibrate.
The combination of a statin and a fibrate is highly effective in correcting blood lipid levels (East et al.
1988; Garg and Grundy 1989; Witztum et al. 1989), however the risk of rhabdomyolysis, increases in
concomitant therapy (Farmer 2001; Igel et al. 2002). At the onset of these studies, whether the
mechanism of the interaction between gemfibrozil and statins was similar to that of itraconazole or
erythromycin with statins, or whether the increase in muscle toxicity was of a pharmacodynamic origin,
was unknown.
In 1999, Murphy and Dominiczak reported a case in which the cholesterol-lowering efficacy of
simvastatin substantially decreased in a patient who used phenytoin, a drug that induces CYP3A4
(Murphy and Dominiczak 1999). A handful of drugs exist that significantly induce CYP3A4, including
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phenobarbital, carbamazepine and rifampicin. Rifampicin – an antimicrobal drug used in the treatment
tuberculosis – is often chosen as a model inducing agent when assessing the effects of CYP induction
on the pharmacokinetics of given drugs. Rifampicin also induces the expression of some drug
transporters, such as P-glycoprotein (Greiner et al. 1999) and canalicular multispecific organic anion
transporter (Fromm et al. 2000), and reduces plasma concentrations and the effects of several drugs
(Niemi et al. 2003c).
Although assessment of the effects of fibrates and rifampicin on statin pharmacokinetics is clinically
highly relevant, few controlled studies had been carried out to answer these questions. The purpose of
this work was to investigate the effects of gemfibrozil on the pharmacokinetics of statins. In addition,
this work aimed to investigate the effects of rifampicin on the pharmacokinetics of simvastatin and
pravastatin in order to characterise their interaction potential with potent enzyme inducers.
Review of the literature
1. Pharmacokinetics
Pharmacokinetics deals with stages of a drug in the body, or rather, what the body does to the drug.
Pharmacokinetics is often divided into four phases: absorption, distribution, metabolism and
elimination (Rowland and Tozer 1989). The rate of absorption is indirectly described by the peak
plasma drug concentration (Cmax) and the time at which it occurs (tmax). Distribution initially occurs into
highly perfused tissues, and depends on the ability of the drug to penetrate biological membranes.
Drugs pass through cell membranes via filtration, passive or facilitated diffusion, or pinocytosis.
Elimination of a drug from the body depends on blood flow, protein-binding and the intrinsic function
of the eliminating organ. Most drugs are eliminated via the liver to the bile or through the kidneys to
the urine. Ionised or water-soluble substances are more easily excreted though the kidneys. Disposition
is the combined process of distribution and elimination, and is generally described by the terminal
elimination half-life (t½).
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1.1 Drug transporters
Transport processes are increasingly acknowledged as important determinants of drug absorption,
distribution and excretion, and for many drugs, hepatic uptake and efflux transport are the important
routes of elimination (Ayrton and Morgan 2001; Hagenbuch and Meier 2003). Therefore, it is often
appropriate that transport and metabolism be considered together when predicting in vivo
pharmacokinetics. Increasing evidence supports the importance of a few key transporters with broad
substrate specificities, rather than a large number of transporters with narrow substrate specificities
(Kim 2002).
The polarised expression of uptake and efflux transporters to specific membrane domains allows for
directional movement of substrates. The main currently identified uptake transporters are sodium
(Na+)-dependent taurocholate co-transporting polypeptide and the organic anion-transporting
polypeptides superfamily. The main efflux transporters are P-glycoprotein (P-gp), multidrug resistance
protein MRP2 (cMOAT), MRP3 and the canalicular bile salt efflux pump (Sister P-glycoprotein).
1.1.1 Uptake transporters
Na+-dependent taurocholate co-transporting polypeptide (NTCP), characterised in 1994 (Hagenbuch
and Meier 1994), is a key transporter in the hepatic uptake of bile acids (Hagenbuch et al. 1996). Bile
acids have recently been identified as ligands for nuclear receptors such as pregnane X receptor (PXR)
and farnesoid X receptor (FXR), both involved in CYP expression and cholesterol metabolism. NTCP
is therefore likely to be important in the regulation of other transporters and CYP expression (Sinal et
al. 2000; Staudinger et al. 2001; Xie et al. 2001)(Figure 1).
Organic anion-transporting polypeptides (OATPs) form a superfamily of uptake transporters with a
wide spectrum of transport substrates. In contrast to NTCP, OATPs are not sodium-dependent. There
are currently more than 30 mammalian members of the OATP superfamily, many of which are
multispecific and transport a broad range of endo- and exobiotics (Hagenbuch and Meier 2003). Most
are expressed in multiple tissues such as the liver, kidneys, intestine or brain, while some, such as
OATP-C (synonyms SLCO1B1, OATP1B1, OATP2, LST-1), are selectively expressed in the liver.
HMG-CoA reductase inhibitors pravastatin, simvastatin, lovastatin, atorvastatin, cerivastatin and
rosuvastatin are transported to the liver via OATP-C (Hsiang et al. 1999; Nakai et al. 2001; Shitara et al.
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2003; Schneck et al. 2004). Pravastatin is also a substrate of OATP-B (Kobayashi et al. 2003; Nozawa et
al. 2004). The nomenclature of the OATP-family is currently changing. The new name for OATP-C is
OATP1B1, and the new name for OATP-B is OATP2B1 (Hagenbuch and Meier 2004). However, in
accordance with current practice (Kim 2004; Mwinyi et al. 2004), the names OATP-B and OATP-C will
be used in this thesis.
Figure 1. Na+-dependent taurocholate co-transporting polypeptide is likely to be important in the
regulation of other transporters and CYP expression.
1.1.2. Efflux transporters
P-glycoprotein (P-gp) is an ATP-dependent transmembrane transporter for a large number of
hydrophobic substrates (Kim 2002). It is a part of the adenosine triphosphate (ATP)-binding cassette
transporter family, and the human gene ABCB1 (MDR1) encodes P-gp (Chen et al. 1986). P-gp is
normally expressed in the epithelial cells and luminal surfaces of many organs with an excretory or
barrier function: the liver, kidneys, small intestine, capillary endothelium of the brain and testes. Many
of these cells are polarised, suggesting that P-gp can affect drug disposition by inhibiting drug
absorption and facilitating drug excretion (Silverman 2000). High levels of P-gp are expressed in some
1. NTCP uptake transporter
enhances the uptake of bile
acids into the hepatocyte
2. The bile acids activate
nuclear receptor PXR
3. PXR forms a heterodimer
with RXR and induces the
expression of CYP3A and
OATP-transporters
RXR
NTCP
transporter
CYP3A,
OATP
Bile acid
PXR
PXR
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cancers, affecting the response to cytostatics. Drug substrates of P-gp include cyclosporin A, verapamil,
quinidine, erythromycin, terfenadine, fexofenadine and human immunodeficiency virus (HIV)-protease
inhibitors (Kim 2002). High P-gp inhibition and affinity seems to correlate with the lipid solubility of
the drugs and their metabolites (Zamora et al. 1988; Ecker and Chiba 1995; Bogman et al. 2001). In vitro
evidence suggests that at least lovastatin (Kim et al. 1999) and atorvastatin (Boyd et al. 2000; Wu et al.
2000) are substrates of P-gp, whereas fluvastatin (Lindahl et al. 1998; Scripture and Pieper 2001) and
pravastatin are not (Sakaeda et al. 2002). P-gp is known to have significant substrate overlap with
CYP3A. This is important to drug disposition since both CYP3A and P-gp are co-expressed in tissues
such as intestinal enterocytes and hepatocytes (Kim 2002). To date, 29 isolated nucleotide differences
between individuals (SNP) have been reported in the ABCB1 gene (Marzolini et al. 2004). However,
data about the effect of the polymorphisms in ABCB1 on substrate drug pharmacokinetics are
inconsistent (Marzolini et al. 2004).
MRP2 is an ATP-dependent efflux transporter found in hepatocytes, also named canalicular multiple
organic anion-transporter (cMOAT). MRP2 is also expressed in the intestine and kidneys (Dean et al.
2001). In humans, absence of MRP2 is responsible for the Dubin-Johnson syndrome, a rare hereditary
disorder resulting in hyperbilirubinemia (Paulusma et al. 1997). MRP2 is responsible for the biliary
excretion of organic anions, gluthatione conjugates, and some antibiotics. Pravastatin is a substrate of
MRP2 (Paulusma et al. 1997).
The canalicular bile salt efflux pump (Sister P-glycoprotein) has now been identified as the ATP-
dependent transporter responsible for bile acid efflux (Gerloff et al. 1998).
1.2 Principles of drug metabolism
Most drugs are not readily excreted from the body unchanged and must undergo biotransformation to
more hydrophilic forms before they can be excreted in the urine or bile (Meyer 1996). This
biotransformation is catalysed in humans by a number of drug-metabolising enzymes and is often
divided into two phases.
Phase I reactions include oxidation, reduction and hydrolysis reactions catalysed by CYP-enzymes in
the endoplasmic reticulum. The metabolites produced by these reactions are polarised compounds that
are usually pharmacologically less active and less toxic than the parent compound. However, there are
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also examples of more toxic metabolites (Pirmohamed et al. 1994). Metabolism-activated drugs are
called prodrugs.
Phase II reactions are conjugation reactions and include glucuronidation, acetylation and sulphation as
well as conjugation with glutatione or amino acids. Drugs usually undergo phase I reactions to be then
further metabolised in phase II reactions, but some drugs can be excreted directly after either phase I or
II reactions, or even nonmetabolised (Krishna and Klotz 1994). Phase I enzymes are dealt with in more
detail in section 1.3.
The phase II enzymes that catalyse conjugation reactions are broad specificity transferases such as
UDP-glucuronosyltransferases (UGT), glutathione-S-transferases (GST) and sulfotransferases (SULT).
The conjugation reactions are important as they prevent electrophiles from reacting with DNA and the
nucleophiles from interacting with receptor proteins, and they increase the water solubility of the
compounds, promoting renal and biliary excretion (Sheweita 2000). In addition to detoxification, they
also activate drugs and procarcinogens (Guengerich 2000). Recent studies indicate that phase II
enzymes can be induced in the same way as CYP enzymes (Sonoda et al. 2003). On such example is the
induction of the glucuronidation of morphine by rifampicin (Fromm et al. 1997).
Glucuronidation is quantitatively the most important phase II conjugation reaction. Glucuronidation of
small compounds is mediated by UGT-enzymes, themselves further divided into two families
designated UGT1 and UGT2 (Mackenzie et al. 1997; King et al. 2000). UGT-enzymes are expressed in
the liver, biliary tract, esophagus, stomach, intestine and colon (Tukey and Strassburg 2000).
Cerivastatin, atorvastatin and simvastatin are substrates of UGT-enzymes, but the clinical relevance of
glucuronidation reactions in statin metabolism is subject to debate (Prueksaritanont et al. 2002b).
Metabolism usually takes place mainly in the liver and the gastrointestinal tract, although the kidneys,
skin and lungs also exhibit significant metabolic capacity (Krishna and Klotz 1994). An orally-
administered drug can undergo extensive metabolism in the gut and liver during the first-pass phase
and therefore have a low bioavailability (Hoppu et al. 1991; Kolars et al. 1991; Wu et al. 1995; Kivistö
et al. 1996). The primary task of metabolism is to make lipophilic substances more hydrophilic and
therefore easier to eliminate from the body. Metabolism often reduces the biological activity of the
drug, although metabolism can also result in more active or toxic metabolites.
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Metabolic capacity is influenced by numerous factors, such as polymorphisms of drug-metabolising
enzymes, age, gender and possible diseases (Rowland and Tozer 1989). Also, many external factors
such as drugs, alcohol or other xenobiotics, smoking and dietary factors are known to affect the
capacity of the body to metabolise drugs. These partly-inherited and partly-acquired factors explain why
the pharmacokinetics of a given drug can vary considerably from individual to individual.
1.3 Cytochrome P450 (CYP) enzymes
Cytochrome P450 (CYP) is a superfamily of haem-containing mono-oxygenase enzymes (Wrighton and
Stevens 1992). The biological functions of CYP enzymes include metabolism of endogenous substrates,
metabolism and detoxification of foreign compounds, and synthesis of endogenous hydrophobic lipids
such as cholesterol, bile acids, steroid hormones and fatty acids (Wrighton and Stevens 1992; Nelson et
al. 1993). CYP450 was first named in 1961, because the pigment (P) has a 450 nm spectral peak when
reduced and bound to carbon monoxide (Nebert and Russell 2002).
CYP enzymes are divided into families, subfamilies and specific isoenzymes (Nelson et al. 1996).
Members of a CYP family share at least 40% identity in the aminoacid sequence and are indicated by an
Arabic numeral, for instance CYP3. Subfamilies are indicated by a capital letter (CYP3A) and indicate
an aminoacid homology of more than 55%. The last numeral indicates the individual enzyme
(CYP3A4).
More than 270 different CYP gene families have been identified, human beings having 57 CYP genes
and 33 pseudogenes arranged into 18 families. Of these 18 families, the CYP1, CYP2 and CYP3
families are involved in drug metabolism (Nebert and Russell 2002). The families relevant in the
metabolism of statins (CYP3A and CYP2C) will be discussed in more detail in the following sections.
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1.3.1. CYP1 family
The CYP1 family comprises three members: CYP1A1, CYP1A2 and CYP1B1. CYP1A2 is the most
important isoform in the metabolism of drugs with 10-20 different substrate drugs (Nebert and Russell
2002). CYP1A2 enzymes account for about 10% of all CYP enzymes in the liver (Shimada et al. 1994)
(Figure 2). Polyaromatic hydrocarbons found for instance in grilled food and cigarette smoke induces
expression of the CYP1 gene family by binding to the aryl hydrocarbon receptor (Nebert and Russell
2002). Inhibitors of CYP1A2 include fluvoxamine and ciprofloxacin (Fuhr et al. 1992; Rasmussen et al.
1995).
1.3.2. CYP2 family
CYP2A6 is highly polymorphic with more than 11 alleles identified to date. CYP2A6 represents up to
15% of human CYP proteins (Pelkonen et al. 2000). CYP2A6 is the major nicotine oxidase, and since
defective CYP2A6 variants have a reduced capacity for nicotine clearance, this polymorphism may
affect smoking behaviour (Ingelman-Sundberg 2002; Oscarson et al. 2002).
CYP2B6 constitutes on average about 0.2% of total CYP content, metabolising cyclophosphamide
(Chang et al. 1993), S-mephenytoin (Ko et al. 1998) and propofol (Court et al. 2001), and inhibited by
fluvoxamine, sertraline and paroxetine (Hesse et al. 2000).
CYP2C enzymes account for about 20% of all CYP enzymes in the liver (Shimada et al. 1994). The
subfamily has four known human members: CYP2C8, CYP2C9, CYP2C18 and CYP2C19. CYP2C
enzymes are expressed mainly in the liver, but a significant amount of CYP2C enzymes is also found in
the intestine, where this family appears to be the second most highly expressed CYP subfamily after
CYP3A (Klose et al. 1999; Obach et al. 2001; Läpple et al. 2003).
CYP2C8 plays an important role in the metabolism of several drugs such as repaglinide, chloroquine,
cerivastatin, paclitaxel, pioglitatzone and rosiglitazone (Rettie et al. 2000; Bidstrup et al. 2001; Mudaliar
and Henry 2001; Wang et al. 2002; Projean et al. 2003), as well as the in metabolism of the pesticide
parathion (Mutch et al. 2003). It appears that a certain degree of overlap exists between CYP2C8 and
CYP3A4 substrate specificity (Ong et al. 2000; Projean et al. 2003). For example, CYP2C8 contributes
in part to the metabolism of the predominantly CYP3A4 substrates carbamazepine, verapamil and
zopiclone (Kerr et al. 1994; Becquemont et al. 1999; Tracy et al. 1999), and CYP3A4 contributes in part
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to cerivastatin and paclitaxel metabolism (Sonnichsen et al. 1995; Wang et al. 2002). Trimethoprim and
sulfamethoxazole are selective inhibitors of CYP2C8 and CYP2C9, respectively (Wen et al. 2002).
CYP2C8 protein is highly expressed in the liver, but remains undetected in the intestine (Läpple et al.
2003). In the liver, CYP2C8 protein is expressed in slightly lesser quantities than CYP2C9, but in clearly
greater quantities than CYP2C19 (Läpple et al. 2003).
CYP2C8, CYP2C9 and CYP2C19 are polymorphically expressed, and the polymorphisms in each
isoenzyme (especially CYP2C9 and CYP2C19) seem to have clinical consequences (Goldstein 2001;
Daly 2003; Niemi et al. 2003d). From 15% to 20% of Asians and from 2% to 6% of Caucasians are
poor metabolisers of CYP2C19 substrates (Flockhart 1995).
Although CYP2D6 contributes about 2% to 5% of total hepatic CYP content (Shimada et al. 1994), in
vitro studies suggest that CYP2D6 metabolises a large number of important substrates (more than 75
drugs), including many cardiac drugs and antidepressives (Wrighton and Stevens 1992; Wolf and Smith
1999). CYP2D6 is expressed in the gut wall as well as in the liver (de Waziers et al. 1990).
CYP2E1 accounts for about 7% of hepatic CYP content, and it metabolises ethanol, halothane, and
paracetamol (Wrighton and Stevens 1992).
1.3.3. CYP3 family
CYP3A is the most important CYP subfamily in the biotransformation of drugs. The CYP3A
subfamily includes the isoforms CYP3A4, CYP3A5, and CYP3A7. Some estimate that about half of all
drugs currently on the market are at least partly metabolised by CYP3A4 (Wrighton and Stevens 1992;
Shimada et al. 1994; Guengerich 1996; Wrighton et al. 2000a). CYP3A4 also metabolises endogenous
substances such as testosterone and bile acid (Waxman et al. 1991; Araya and Wikvall 1999; Patki et al.
2003). CYP3A4 is the most abundant CYP enzyme in the liver, accounting for about 30% of all CYP
enzymes (Shimada et al. 1994), and the main CYP enzyme in the small intestinal mucosa (Kivistö et al.
1996; von Richter et al. 2004). Hepatic and intestinal CYP3A4 can be induced by several drugs, such as
carbamazepine, phenytoin, rifampicin and St John’s wort (Hypericum Perforatum) (Backman et al. 1996a;
Backman et al. 1996b; Dürr et al. 2000; Wrighton et al. 2000a). CYP3A4 can also be inhibited by a large
number of structurally unrelated drugs and grapefruit juice (Pichard et al. 1990; Back and Tjia 1991;
Bailey et al. 1998).
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CYP3A5 displays 84% similarity in its amino acid sequence to CYP3A4 as well as a similar substrate
specificity (Wrighton and Stevens 1992; Williams et al. 2002). CYP3A5 is expressed in the
gastrointestinal tract, lung, pancreas, and in about 30% of adult livers (Wrighton and Thummel 2000b),
and is the most abundant CYP3A enzyme in the kidney. CYP3A7 is found abundantly in fetal liver
(Hakkola et al. 1998) where it accounts for half of the total expressed CYP enzymes.
Substrates
mephenytoin
diazepam
omeprazole
lanzoprazole
clomipramine
CYP2C19*
<5%
Inhibitors
fluvoxamine
fluoxetine
Inducers
fenobarbital
rifampicin
warfarin
fluvastatin
cerivastatin
phenytoin
tolbutamide
losartan
diclofenac
CYP2C8/9*
~20%
fluconazole
sulphaphenazole
fenobarbital
rifampicin
simvastatin
lovastatin
atorvastatin
midazolam
triazolam
cyclosporine
buspirone
CYP3A4
~30%
ketoconazole
itraconazole
verapamil
diltiazem
erythromycin
gestodene
rifampicin
phenytoin
carbamazepine
caffeine
theophylline
clozapine
phenacetin
CYP1A2
~15%
furafylline
fluvoxamine
cigarette smoke
omeprazole
rifampicin
ethanol
halothane
paracetamol
CYP2E1
~10%
disulfiram
methoxypsoralen
ethanol
isoniazid
metoprolol
propafenone
imipramine
codeine
dextrometorphan
debrisoquine
CYP2D6*
<5%
quinidine
fluoxetine
paroxetine
Figure 2. Schematic representation of human hepatic drug-metabolising CYP enzymes and their
selected  substrates, inhibitors and inducers. *) These enzymes exhibit significant polymorphism.
Adapted from (Pelkonen et al. 1998) and (Bertz and Granneman 1997).
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1.4 Induction and inhibition
Conversion of drugs to more easily excreted substances by oxidative and conjugating enzymes is a
defence mechanism against chemicals to which our bodies are exposed. An integral part of the
metabolic defence is the adaptive increase in gene expression of drug-metabolising enzymes and drug
transporters during drug exposure. We call this phenomenon ‘induction’ (Honkakoski et al. 2003).
Inhibition of drug metabolism takes place, when two substances compete for, or bind to the same
metabolising enzyme.
The clinical effects of inhibition and induction are mostly deleterious. Induction of drug-metabolising
enzymes can lead to an accelerated elimination of the substrate drug, changes in the metabolism of
endogenous substrates (Wyde et al. 2003), and possibly the production of toxic metabolites (Zhao and
Slattery 2002). Inhibition of drug-metabolising enzymes can lead to increased plasma levels, and
consequently increased toxicity, of substrate drugs (Monahan et al. 1990). Occasionally, inhibition and
induction of drug metabolism can also prove useful. Concomitant use of ketoconazole with
cyclosporine would allow a 70% to 89% reduction in cyclosporine doses for transplant patients,
resulting in cost savings (Jones 1997; Martin et al. 1999). Induction may facilitate the excretion of
harmful substances from the body.
1.4.1 Mechanisms of induction of CYP enzymes
Compelling evidence suggests that induction of drug metabolism is regulated mainly by drug-activated
nuclear receptors constitutive androstane receptor (CAR) and pregnane X receptor (PXR) (Honkakoski
et al. 2003) (Table 1). These nuclear receptors mediate the induction of mRNA of CYP families CYP2
and CYP3 respectively, and the wide ligand specificities and overlapping DNA-binding preferences of
CAR and PXR lead to complex cross-regulation of drug-metabolising enzymes (Pascussi et al. 2003).
Also, other known nuclear receptors play a role in liver CYP450 expression: peroxisome proliferator-
activated receptors (PPAR), liver X receptor (LXR) and farnesoid X receptor (FXR) (Waxman 1999).
These belong to the same nuclear receptor gene family (family NR1), and share a common
heterodimerisation partner, retinoid X-receptor (RXR). The primary physiological role of these
receptors may be to modulate hepatic CYP activity in response to endogenous dietary or hormonal
stimuli. The mechanism of induction by the nuclear receptors above is essentially similar. The inducing
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agent binds to CAR, PXR or PPAR, and the inducer-receptor complex forms a heterodimer with RXR,
which in turn binds to a DNA response element and enhances transcription (Waxman 1999;
Honkakoski et al. 2003) (Figure 3).
Figure 3. The intracellular mechanism of induction of CYP-enzymes.
Both CAR and PXR are abundantly expressed in the liver and intestine, with little expression in other
tissues (Baes et al. 1994; Bertilsson et al. 1998; Kliewer et al. 1998; Wei et al. 2002). CAR and PXR
seem to have flexible, overlapping binding specificity, which is suited to the recognition of numerous
xenobiotics constantly entering our body. Besides overlapping binding specificities, CAR and PXR can
also activate each other’s target genes (Sueyoshi et al. 1999; Moore et al. 2000; Xie et al. 2000; Goodwin
et al. 2002).
RXR PPAR
CYP4A
Increased
synthesis of
CYP mRNAs
CYP2B, CYP2C
RXR CAR
CYP3A
RXR PXR
CYP1A
Arnt AhR
X, Y X, Y
Drug metabolism by CYP
XO, YO
CYP3A CYP1A
AhR
CAR
PXR
PPAR
CYP2C
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Apart from PXR, other receptors, such as the vitamin D receptor (VDR) and the glucocorticoid
receptor (GR), have also been found to induce CYP3A4 enzyme activity, suggesting that there are
multiple pathways by which this enzyme can be induced (Sonoda et al. 2003). Phase II enzymes are also
induced via ligands binding to CAR and PXR as well as a host of other regulatory factors. Since phase I
enzymes can generate toxic metabolic intermediates, simultaneous induction of phase I and phase II
enzymes is not only an efficient way to eliminate xenobiotics, but also an essential means of avoiding
production of excess harmful metabolic intermediates (Sonoda et al. 2003).
Nuclear receptors Inducing agent Enzyme Affected substrates
Aryl hydrocarbon cigarette smoke
omeprazole
CYP1A1
CYP1A2
some phase II enzymes
caffeine
teophylline
CAR barbiturates
antiepileptics
rifampicin
CYP2B
CYP2C
CYP3A
some phase II enzymes
buproprione
warfarin
midazolam and other CYP3A4 substrates
PXR barbiturates
antiepileptics
rifampicin
dexamethasone
CYP3A
CYP2B
CYP2C
some phase II enzymes
especially substrates of CYP3A4
Unknown or no receptor ethanol
acetone
isoniazide
CYP2E1 ethanol
paracetamol
halogenated anesthetics
PPAR fibrates CYP4A
Table 1. List of inducing agents, nuclear receptors, CYP-enzymes and selected substrates.
1.4.2 Mechanisms of inhibition of CYP enzymes
Inhibiton of CYP-mediated drug metabolism mostly results in greater bioavailability or decreased
elimination of drugs, resulting in increased effects of the substrate drug. Sometimes, however, the
opposite may occur. If a drug is administered as an inactive prodrug, then the inhibition of the enzyme
generating the active metabolites can lead to decreased pharmacological effects.
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A period of time is needed for induction to take its full effect, whereas inhibition of CYP enzymes
occurs rapidly, even after a single dose of inhibitor (Pelkonen et al. 1998).
Enzyme inhibition can be either reversible or irreversible. Reversible inhibition, which is more
common, can be competitive, non-competitive or uncompetitive. In competitive inhibition, the
inhibitor and the substrate compete for the same binding site, whereas in non-competitive inhibition
the inhibitor and substrate bind to different sites on the enzyme. In uncompetitive inhibition, the
inhibitor binds only to an enzyme that has formed a complex with the substrate (Ito et al. 1998). In
irreversible inhibition, CYP enzymes oxidise the inhibitor to form reactive intermediates that covalently
bind and irreversibly inactivate CYP. Irreversible inhibitors are often called mechanism-based
inactivators or suicide substrates (Lin and Lu 1998).
1.4.3 Induction and inhibition of transporters
Although drug transporters are not directly involved in metabolism, they are critically involved in drug
disposition and clearance, a notion supported by their localisation as well as their overlapping substrate
specificity with phase I and II enzymes. For instance, P-gp exhibits substrate specificity which overlaps
that of CYP3A enzymes (Schuetz et al. 1996; Kim et al. 1999; Lan et al. 2000). Furthermore, emerging
evidence suggests that drug transport is regulated by the same nuclear receptors as the phase I and II
enzymes. Several PXR activators that mediate CYP3A induction have also been shown to induce
expression of ABCB1 that encodes P-gp (Geick et al. 2001; Synold et al. 2001).
PXR activators also induce MRP2 (Dussault et al. 2001; Kast et al. 2002; Kauffmann et al. 2002) and
Oatp2 (Dussault et al. 2001; Staudinger et al. 2001; Kast et al. 2002; Kauffmann et al. 2002; Guo et al.
2002a; Guo et al. 2002b). CAR and FXR also regulate MRP2 (Kast et al. 2002). This means that a single
substrate, such as bile acids, may simultaneously induce phase I and II enzymes and drug transporters,
all contributing to the efficient removal of the substrate (Sonoda et al. 2003).
The pathophysiological status of patients also seems to affect the activity of P-gp. Several studies
indicate higher levels of ABCB1 mRNA (producing P-gp) in atherosclerotic sections of arteries than in
non-atherosclerotic arteries (Batetta et al. 1999; Batetta et al. 2001; Petruzzo et al. 2001). Expression of
genes encoding P-gp is also higher in rats after limbic seizures (Volk et al. 2004), and P-gp protein is
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upregulated in surgically resected human brain tissue containing epileptogenic pathologies (Sisodiya and
Thom 2003).
Inhibition of the numerous transporters present in the kidney may reduce the renal excretion of the
transporter substrates, whereas inhibition of intestinal transporters may increase the systemic
availability of the substrate. However, very few examples of clinical interactions involving inhibition of
drug transporters at the brain-blood barrier exist, possibly because of low systemic exposure at
therapeutic drug levels (Ayrton and Morgan 2001). Inhibition of drug transport might prove beneficial
in cancer chemotherapy, where selective P-gp-inhibitors are developed to counteract the increased
expression of P-gp in some forms of cancer (Sikic et al. 1997).
2. HMG-CoA reductase inhibitors
Prevention and drug treatment of coronary disease partially relies on the lipid hypothesis, which
proposes that elevated LDL cholesterol is causally related to coronary disease and that reducing it will
reduce the risk of myocardial infarction and other coronary events. In the 1970s, Japanese
microbiologist Akira Endo identified the first 3-hydroxy-3-methylglutaryl-coenzyme A (HMG-CoA)
reductase inhibitor, compactin, in a fermentation broth of Penicillum citrinum (Endo et al. 1976; Tobert
2003). In 2003, with an estimated 120 million people suitable for therapy, statins were the first-choice
drugs in the treatment of coronary heart disease, the leading cause of death in most of the Western
world (Downton and Clark 2003).
Since 1987, when lovastatin became available for prescription as the first in its class (Tobert 2003),
statins have become the most commonly used class of cardiovascular drugs (Downton and Clark 2003).
In 1988, simvastatin was approved for marketing, followed by pravastatin in 1991, fluvastatin in 1994,
atorvastatin in 1997, cerivastatin in 1998, and finally rosuvastatin in 2003 (Tobert 2003).
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2.1. Pharmacodynamics and clinical use
Most mammalian cells can produce cholesterol. The majority of endogenous cholesterol is synthesised
from dietary acetate by a complex process involving more than 30 enzymes (Figure 5). HMG-CoA
reductase A is a rate-limiting enzyme subject to feedback suppression by the end-product cholesterol,
catalysing the formation of mevalonate (Goldstein and Brown 1990).
All statins are competitive inhibitors of HMG-CoA reductase. In this way, statins reduce the synthesis
of cholesterol in the hepatocyte (Tikkanen 1995). The number of hepatic LDL-receptors increase in
response to reduced intracellular cholesterol levels. This in turn enhances the uptake of LDL-particles
from the blood to the liver. The result is a reduction in plasma levels of LDL-cholesterol.
Administration of statins causes maximal reductions in LDL-cholesterol after two to three weeks of
drug therapy. The reduction is sustained in most patients, but there may be a small increase in LDL-
cholesterol in some patients during prolonged use of statins (Tikkanen 1996). The statins are generally
administered with the evening meal or at bedtime. Somewhat greater LDL-cholesterol reductions occur
when administered at night than in the morning (Wallace et al. 2003), because the rate of hepatic
cholesterol synthesis is greatest at night (Miettinen 1980). Atorvastatin and its metabolites have long
half-lives and therefore morning administration is equally effective (Table 4).
Results from clinical trials involving more than 50 000 individuals at risk of atherosclerotic diseases
demonstrate that the reductions in LDL-cholesterol also translate into reductions in coronary heart
disease and all-cause mortality, and no serious morbidity or increase in mortality are observed in the
drug treatment groups (Singh and Mehta 2002). For instance, the Heart Protection study found that
simvastatin 40 mg daily reduces the risk of major coronary events and all-cause mortality in high risk
patients, irrespective of their initial cholesterol concentrations (HPS-Collaborative-Group 2002).
Besides lowering blood cholesterol, statins lower levels of C-reactive protein (CRP) and reduce
susceptibilty to the oxidation of lipoproteins and the aggregation of blood platelets in vitro (Balk et al.
2003). Observational studies have suggested lower rates of fractures with statins, higher rates of
obstructive airway disease at low cholesterol levels, lower rates of cataracts, and lower rates of dementia
with both interventions – but these observations have yet to be confirmed by randomised trials (Yusuf
2002).
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2.2. Pharmacokinetics
2.2.1. Lovastatin
Lovastatin is administered as an inactive lactone prodrug, and about 30% of the administered dose is
absorbed in the intestine (Duggan et al. 1989). Ingestion with food increases the absorption of
lovastatin (Garnett 1995). No data exist on the hepatic extraction ratio of lovastatin in humans, but in
dogs the extraction ratio following intraportal and intravenous administration ranged from 62% to 70%
(Lennernäs and Fager 1997; Hamelin and Turgeon 1998). Systemic bioavailability after absorption and
first-pass metabolism is only about 5% of the ingested dose. Studies carried out in humans indicate that
around 80% of an orally administered dose is eliminated in faeces, including both unabsorbed and
excreted lovastatin, and 10% is eliminated in the urine (Henwood and Heel 1988). The lipophilic
character of lovastatin and lovastatin acid enables them to cross cell membranes by diffusion (Hamelin
and Turgeon 1998). Lovastatin is also a substrate of P-gp (Kim et al. 1999) and OATP-C (Hsiang et al.
1999).
The metabolism of lovastatin is extensive and complex (Vyas et al. 1990). The primary metabolites are
formed by oxidation of the lactone, which is mediated by the CYP3A family (Desager and Horsmans
1996). The major active metabolites of lovastatin are pharmacologically active and exhibit 20% to 60%
of the HMG-CoA reductase inhibitory activity of lovastatin acid (Duggan and Vickers 1990).
2.2.2. Simvastatin
The pharmacokinetics of simvastatin greatly resemble those of lovastatin (Desager and Horsmans
1996). Like lovastatin, simvastatin is also administered as an inactive lactone, and about 60% to 85% of
an oral dose is absorbed from the gastrointestinal tract. The hepatic extraction ratio in dogs is around
90% for simvastatin and 80% for simvastatin acid (Vickers et al. 1990a). The absolute bioavailability of
simvastatin hydroxyacid is about 5% (Todd and Goa 1990). The statin lactones are hydrolysed to their
open acids chemically or enzymatically by esterases or recently identified paraoxonases (Vickers et al.
1990a; Billecke et al. 2000).
Simvastatin undergoes extensive metabolism, resulting in more than 10 metabolites (Vickers et al.
1990a; Vickers et al. 1990b). Little or no unchanged simvastatin and simvastatin acid was found in bile
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(Cheng et al. 1994). Simvastatin is a substrate of OATP-C (Hsiang et al. 1999) and perhaps also of P-gp
(Kim et al. 1999).
CYP3A is the major enzyme subfamily responsible for the metabolism of simvastatin by human liver
microsomes, and both CYP3A4 and CYP3A5 were capable of catalysing the formation of  3’-hydroxy,
6’-exomethylene, and 3’,5’-dihydrodiol metabolites (Prueksaritanont et al. 1997). Simvastatin acid
undergoes oxidative metabolism to form three major oxidative products: 3’,5’-dihydrodiol, 3’-hydroxy
and 6’-exomethylene metabolites. The metabolism of simvastatin acid form to these metabolites was
catalysed primarily (more than 80%) by CYP3A4/5, with a minor contribution (less than 20%) from
CYP2C8. CYP2D6, CYP2C19, CYP2C9, CYP2A6 and CYP1A2 were uninvolved in the hepatic
metabolism of simvastatin acid (Prueksaritanont et al. 2003).
2.2.3. Pravastatin
Contrary to lovastatin and simvastatin, pravastatin in not a prodrug; rather it is administered as the
sodium salt of active pravastatin acid. Following an oral dose, studies indicate that about 34% of the
ingested dose is absorbed, with a mean absorption time of 2.4 hours (Singhvi et al. 1990; Quion and
Jones 1994). Food reduces the oral bioavailability of pravastatin by about 35% to 40% (Pan et al. 1993).
The hepatic extraction ratio is 45% to 66%, and the resulting bioavailability is about 17% (Pan 1991;
Lennernäs and Fager 1997). The lower hepatic extraction ratio for pravastatin as compared to lovastatin
and simvastatin may in part be due to its greater hydrophilicity. The active acid forms of lovastatin and
simvastatin are around 100 times more lipophilic than pravastatin, and hydrophilic substances tend to
be less effectively extracted by the hepatocyte and show less affinity for oxidative metabolising enzymes
(Hamelin and Turgeon 1998). In fact, pravastatin transport into hepatocytes dependens on an active
uptake mechanism. Pravastatin is a substrate of the liver-specific uptake transporter OATP-C (Nakai et
al. 2001) as well as the efflux transporter MRP2 (Paulusma et al. 1997). Pravastatin is also a substrate of
OATP-B (Kobayashi et al. 2003; Nozawa et al. 2004).
One of the major pharmacokinetic differences between pravastatin and most other statins is that the
most important elimination pathway of pravastatin is in the unchanged form. After an intravenous dose
of 14C-pravastatin, 67% of the radioactivity in human urine and 66% of the radioactivity recovered
from faeces was attributed to the parent drug (Everett et al. 1991). Pravastatin is transformed into two
major isomeric metabolites accounting for approximately 6% to 10% of a single oral dose of the drug
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(Everett et al. 1991). The α-hydroxy isomeric metabolite has an activity of 3% to 10%, and the 3α-
5β,6β-trihydroxy isomeric metabolite has an activity of 0.1% of the potency of pravastatin (Pan et al.
1990). At least 15 other metabolites exist, but none of these contribute to more than 6% of total
radioactivity in the urine (Pan 1991). Therefore about 75% of the area under the plasma concentration-
time curve for total inhibition is due to the effects of intact pravastatin (Pan et al. 1990). Pravastatin is
not significantly metabolised via CYP enzymes (Jacobsen et al. 1999a; Jacobsen et al. 1999b).
2.2.4 Cerivastatin
Before its withdrawal from the market throughout the world in August 2001, the most potent statin
marketed was cerivastatin. Cerivastatin is administered as the sodium salt of active cerivastatin acid.
Following an oral dose, cerivastatin is completely absorbed (98% of the ingested dose) with plasma
concentration reaching a peak two to three hours after administration (Mück 2000a). The absolute
bioavailability of orally administered cerivastatin is about 60% because of presystemic metabolism.
Food had no significant effect on the oral bioavailability of cerivastatin (Mück et al. 2000b).
Cerivastatin is highly bound to human plasma proteins with an unbound fraction of 0.5% to 0.9%.
Cerivastatin is cleared exclusively via biotransformation and subsequent biliary (70%) and renal (30%)
excretion of the formed metabolites; no unchanged drug is excreted in humans (Mück 1998a).
Demethylation of the benzylic methyl ether leads to the formation of the major metabolite M-1, and
hydroxylation at one methyl group leads to formation of the other major metabolite, M-23 (Boberg et
al. 1997). Combined hydroxylation and demethylation reactions lead to the minor metabolite M-24. The
HMG-CoA reductase inhibitory activity of metabolites M-23 and M-24 is equal to that of parent
cerivastatin, whereas the activity of M-1 is about 30% to 50% of the activity of cerivastatin (Bischoff et
al. 1997).
Recently Wang et al. reported that CYP2C8 and CYP3A4 were equally important in the formation of
metabolite M-1, whereas the formation of metabolite M-23 was predominantly mediated via CYP2C8;
other P450 isoforms played a negligible role (Wang et al. 2002). Lactonisation is another metabolic
pathway of cerivastatin in humans: in a study on humans, concentrations of inactive cerivastatin lactone
in blood were comparable to concentrations of M-1 (Kantola et al. 1999). At least cerivastatin,
simvastatin and atorvastatin are converted to the corresponding lactones via an acyl glucuronide
intermediate, and studies with expressed UDP glucuronosyltransferases (UGTs) revealed that UGT1A1
and UGT1A3 were capable of forming the glucuronide conjugates and the corresponding lactones for
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all three statins (Prueksaritanont et al. 2002b). Cerivastatin is a substrate of the uptake transporter
OATP-C in vitro (Shitara et al. 2003).
2.3 Adverse effects
Most patients tolerate statins well. Around 0.5% to 2.0% of patients exhibit hepatic transaminase level
elevations greater than three times the upper limit of normal, and these increase in a dose-dependent
fashion (Bradford et al. 1991; Hsu et al. 1995). Although cholestasis and active liver disease are listed as
contraindications of statin use, it appears that liver disease would not be exacerbated by statins (Angulo
2002).
The ability of statins to cause myopathy under some circumstances is well established (Hamilton-Craig
2001; Staffa et al. 2002; Thompson et al. 2003). A common complaint describes non-specific muscle
aches or joint pains that are generally not associated with significant increases in creatine kinase (CK).
The incidence of these complaints is generally reported at about 5% in placebo-controlled trials. Failure
to discontinue drug therapy can lead to rhabdomyolysis, myoglobinuria, and renal failure (Pierce et al.
1990). Myositis may rarely occur with statin monotherapy, but it occurs more frequently when statins
are used in combination with a variety of medications, including cyclosporine, fibrates, macrolide
antibiotics, certain antifungal drugs, and niacin (Thompson et al. 2003).
Because safety data from phase three clinical trials is not directly applicable to real postmarketing drug
use (Martin et al. 2004), postmarketing adverse events reports are of interest when assessing drug
safety. The FDA in the USA (Staffa et al. 2002) and the Medicines Control Agency in the UK (Evans
and Rees 2002) have published reviews of all reports of rhabdomyolysis associated with statin use in
their adverse event reporting system and obtained the number of prescriptions dispensed since
marketing of each statin began (Table 2). According to these data, fatal rhabdomyolysis was very rare
(less than one death/million prescriptions). The rate of fatal rhabdomyolysis for cerivastatin was 16 to
80 times higher than that for other statins.
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statin lova prava simva fluva atorva ceriva total
date approved 8/31/87 10/31/91 12/23/91 12/31/93 12/17/96 6/26/1997
USA
fatal cases of rhabdomyolysis 19 3 14 0 6 31 73
reporting rate/million
prescriptions
0.2 0.04 0.1 0 0.04 3.2 0.2
% statin + CYP450 inhibitor 60 37 56 0 35 21
% statin + gemfibrozil 33 11 27 0 12 58
UK
fatal and nonfatal cases of rhabdomyolysis 3 38 2 13 12 68
reporting rate/million prescriptions 0.5 1.7 0.7 1.0 4.8 1.5
WHO
No. of reported ADR 21 541 6 208 15 149 2 061 3 188 387
% rhabdomyolysis 0.2 0.3 0.4 0.5 0.5 2.1
Table 2. Compiled postmarketing adverse event data on statins. Sources: USA reporting rates (Staffa et
al. 2002), contributing factors (Chang et al. 2002). UK (Evans and Rees 2002). WHO (Hamilton-Craig
2001). Drugs classified as “CYP450 inhibitors” include “immunosuppressants, azole antifungals,
fluoroquinolones, macrolides, anti-HIV drugs, antidepressants and anticonvulsants” (Chang et al.
2002). ADR is short for adverse drug reactions.
2.4. Possible mechanisms of statin-related myopathy and rhabdomyolysis
Statin-related myotoxicity is well documented, but the precise mechanisms behind the myotoxic effects
of statins remain unclear (Evans and Rees 2002; Pasternak et al. 2002; Thompson et al. 2003). A variety
of hypotheses have been put forth, but no clear consensus exists on which is the most likely
mechanism.
HMG-CoA reductase catalyses the formation of mevalonate from HMG-CoA (Figure 5). Mevalonate is
not only a precursor of cholesterol but also of ubiquinone (co-enzyme Q10), dolichol and isopentenyl
adenine. A deficiency in these may affect myocyte duplication and cause disruption of the myocyte cell
membrane (Gebhard et al. 1991). Despite some in vitro support for this hypothesis (Flint et al. 1997),
studies on the effects of treatment with 20 mg simvastatin for four to six weeks demonstrate that
simvastatin failed to reduce ubiquinone in the muscle in non-symptomatic hypercholesterolemic
patients (Laaksonen et al. 1995; Laaksonen et al. 1996).
Membrane lipids are in dynamic equilibrium with plasma lipids, and low plasma cholesterol
concentrations and decreased intracellular cholesterol may result in reduced membrane lipid content.
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That in turn may affect the fluidity of the cell membrane and decrease cell proliferation (Levy et al.
1992; Lijnen et al. 1994; Morita et al. 1997).
Atorvastastin, lovastatin, and simvastatin also produce dose-dependent increases in apoptosis in
vascular smooth muscle cells, possibly useful in preventing neointimal thickening, but simultaneously a
possible factor in muscle adverse events of statins (Guijarro et al. 1998).
The rate of myotoxicity for different statins may vary (Table 2), possibly due to the lipophility of the
statins (McTavish and Sorkin 1991; Negre-Aminou et al. 1997; Farmer 2001; White 2002; Thompson et
al. 2003). Lipophilic statins may be more myotoxic because of possible enhanced penetration of the
myocyte. For instance, the highly lipophilic statin cerivastatin (Table 4) (McTaggart et al. 2001) is
associated with most muscle adverse effects (Staffa et al. 2002). Statin-induced myotoxicity is a dose-
dependent phenomenon, and the statin interaction with the CYP450 enzyme system may be related to
myopathy (Bolego et al. 2002; Chang et al. 2002; Hodel 2002; Staffa et al. 2002; Andrejak et al. 2003;
Ballantyne et al. 2003).
2.5. Interactions of statins with drugs and other factors
Lovastatin
Extensive first-pass metabolism and subsequent low bioavailability renders lovastatin prone to drug-
interactions, especially with CYP3A4-inhibiting drugs. The effects of itraconazole - a potent inhibitor
of CYP3A4 and P-gp - have been studied on all currently available statins. Itraconazole increased the
AUC of lovastatin more than 20-fold and the AUC of lovastatin acid increased 20-fold (Neuvonen and
Jalava 1996). A pretreatment with oral diltiazem 120 mg twice daily increased the AUC of lovastatin
about four-fold (Azie et al. 1998), but a constant intravenous infusion of diltiazem did not significantly
affect the pharmacokinetics of lovastatin (Masica et al. 2000), suggesting that the interaction is primarily
due to a first-pass effect. Grapefruit juice increased the AUC of lovastatin acid about five-fold, as
compared to the control phase (Kantola et al. 1998b). Downregulation of CYP3A4 may mediate the
mechanism of the grapefruit juice-lovastatin interaction (Lown et al. 1997).
The effects of cyclosporine have also been studied on all currently available statins (Table 3).
Cyclosporine is an inhibitor of several drug transporters including P-gp (Tamai and Safa 1990) and
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OATP-C (Shitara et al. 2003). In one study with stable kidney graft patients, the lovastatin AUC values
were 20-fold higher than values reported without cyclosporine (Olbricht et al. 1997), whereas lovastatin
AUC values increased about five-fold in 16 patients receiving cyclosporine for different purposes,
compared to 13 control patients (Gullestad et al. 1999). The mechanism of the cyclosporine-lovastatin
interaction may be related to inhibition of hepatic uptake of lovastatin by OATP-C (Hsiang et al. 1999;
Shitara et al. 2003), inhibition of P-gp-mediated efflux transport of lovastatin (Tamai and Safa 1990;
Kim et al. 1999) or inhibition of CYP3A4-mediated metabolism of lovastatin by cyclosporine (Pichard
et al. 1990; Campana et al. 1996).
Simvastatin
Itraconazole increases the AUC of simvastatin and simvastatin acid more than 10-fold and 19-fold,
respectively (Neuvonen et al. 1998). The AUC of simvastatin acid increased 6-fold due to
administration of cyclosporine to 20 heart transplant patients (Campana et al. 1995). Erythromycin
increased the mean AUC of simvastatin acid 3.9-fold and verapamil 2.8-fold over control-phase values
(Kantola et al. 1998a). Erythromycin and verapamil both inhibit CYP3A4 and verapamil is also an
inhibitor of P-gp. Telithromycin, a derivative of erythromycin, increases the AUC of simvastatin 9-fold
(Zhanel et al. 2002).
In a study on hypertensive patients, the cholesterol reduction for the patients using both diltiazem and
simvastatin was 33% compared to 25% in the group of patients recieving simvastatin but not diltiazem
(Yeo et al. 1999). The improved cholesterol-lowering response may be of pharmacokinetic origin,
because diltiazem 120 mg twice daily increased the AUC of simvastatin five-fold in healthy volunteers
(Mousa et al. 2000). Diltiazem is an inhibitor of CYP3A4 (Renton 1985; Ahonen et al. 1996; Varhe et
al. 1996).
Dyslipidemia is one of the side effects of HIV protease inhibitors, but unfortunately protease inhibitors
are prone to affect the pharmacokinetics of statins. For instance, in an open-label sequential study in
which 32 healthy volunteers received first simvastatin (or atorvastatin) and then simvastatin (or
atorvastastin) with nelfinavir for 14 days, nelfinavir increased the AUC of simvastatin five-fold, whereas
the AUC of atorvastatin increased 74% (Hsyu et al. 2001). This combination proved fatal for a patient
on nelfinavir who developed rhabdomyolysis three weeks after switching from pravastatin 40 mg daily
to simvastatin 80 mg daily (Hare et al. 2002).
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In a recent study, 600 mg daily of CYP3A4-inducer carbamazepine for two weeks decreased the AUC
of simvastatin and simvastatin acid by 75% and 82%, respectively (Ucar et al. 2004). A two-week
pretreatment with St John’s wort decreased the AUC of simvastatin and simvastatin acid by 34% and
52%, respectively (Sugimoto et al. 2001). The herbal product St John’s wort is an inducer of CYP3A4
as well as of P-gp.
Not all possible drug-drug interactions can be tested in controlled trials, and often case-reports can
provide an indication of when care should be taken in concomitant administration. Case reports
describing rhabdomyolysis in patients taking the antidepressant nefazodone, an inhibitor of CYP3A4
(DeVane et al. 2004), with simvastatin (Skrabal et al. 2003), and the antimicrobal drug fusidic acid with
simvastatin (Yuen and McGarity 2003) suggest that these drugs may potentiate the effects of
simvastatin.
Statin Peroral pretreatment Population Change in AUC
relative to placebo
Design References
lovastatin
acid
itraconazole 200 mg
daily for 4 days
12 healthy
volunteers
> 20x double-blind, randomised 2-phase
cross-over
(Neuvonen and Jalava
1996)
diltiazem 120 mg daily
for 14 days
10 healthy
volunteers
4x (parent lova) open, randomised, 4-phase cross-
over
(Azie et al. 1998)
grapefruit juice 200 ml
x 3 daily for 2 days
10 healthy
volunteers
5x open, randomised, 2-phase cross-
over
(Kantola et al. 1998b)
cyclosporine 44 kidney
graft
patients
5x (parent lova) double-blind, randomised, parallel-
group multicenter
(Olbricht et al. 1997)
cyclosporine 16 patients 20x (parent lova) open, comparison to historical
controls
(Gullestad et al. 1999)
simvastatin
acid
itraconazole 200 mg
daily for  4 days
10 healthy
volunteers
19x double-blind, randomised 2-phase
cross-over
(Neuvonen et al. 1998)
cyclosporine 20 heart
transplant
patients
6x open, comparison to non-
transplant patients
(Campana et al. 1995)
cyclosporine 5 kidney
transplant
patients
3x open, non-randomised (Arnadottir et al. 1993)
erythromycin 1.5 mg
daily for 14 days
12 healthy
volunteers
3.9x double-blind, randomised 3-phase (Kantola et al. 1998a)
verapamil 240 mg
daily for 14 days
12 healthy
volunteers
2.8x double-blind, randomised 3-phase (Kantola et al. 1998a)
orlistat 120 mg x 3
daily for 5-13 days
29 healthy
volunteers
no effect double-blind, randomised 2-phase
crossover
(Zhi et al. 2003)
imatinib 400 mg daily
for 7 days
20 patients
with
leukemia
3.5x open, non-randomised (O'Brien et al. 2003)
nelfinavir for 14 days 32 healthy
volunteers
5x open, sequential (Hsyu et al. 2001)
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ritonavir and
saquinavir
HIV-sero-
negative
volunteers
31x open, randomised (Fichtenbaum and Gerber
2002)
telithromycin 9x (parent simva) unspecified (Zhanel et al. 2002)
carbamazepine 600
mg daily for 14 days
12 healthy
volunteers
0.18x randomised, 2-phase crossover
study
(Ucar et al. 2004)
St-John’s wort
preparation 300 mg
3x daily for 14 days
16 healthy
volunteers
0.48x double-blind, randomised, cross-
over study
(Sugimoto et al. 2001)
pravastatin itraconazole 200 mg
daily for 4 days
10 healthy
volunteers
1.7x double-blind, randomised 2-phase (Neuvonen et al. 1998)
cyclosporine 44 kidney
graft
patients
5x double-blind, randomised, parallel-
group multicenter
(Olbricht et al. 1997)
cyclosporine 11 heart
transplant
patients
12x open, comparison to non-
transplant patients
(Park et al. 2002)
digoxin 0.2 mg daily
for 9 days
18 healthy
volunteers
1.23x open, cross-over trial (Triscari et al. 1993)
ritonavir and
saquinavir
HIV-sero-
negative
volunteers
0.5x open, randomised (Fichtenbaum and Gerber
2002)
fluconazole 400 mg
on day 1 and 200 mg
on days 2-4
12 healthy
volunteers
no effect double-blind, randomised 2-phase (Kantola et al. 2000)
diltiazem 120 mg
daily for 14 days
10 healthy
volunteers
no effect open, randomised, 4-phase
crossover
(Azie et al. 1998)
St-John’s wort
preparation 300 mg
3x daily for 14 days
16 healthy
volunteers
no effect double-blind, randomised, cross-
over study
(Sugimoto et al. 2001)
cerivastatin itraconazole 200 mg
daily for 4 days
10 healthy
volunteers
1.15x double-blind, randomised 2-phase
cross-over
(Kantola et al. 1999)
cyclosporine 12 kidney
transplant
patients
3.8x open, non-randomised (Mück et al. 1999)
tacrolimus
(individualised doses)
10 stable
kidney graft
patients
1.35x open, non-randomised (Renders et al. 2003)
erythromycin 500 mg
x 3 daily for 4 days
12 healthy
volunteers
1.21x open, randomised, cross-over (Mück et al. 1998b)
digoxin 0.25 mg daily
for 5 days
11 healthy
volunteers
no effect open, non-randomised (Weber et al. 1999)
Table 3. Summary of pharmacokinetic interaction studies using lovastatin, simvastatin, pravastatin or
cerivastatin as a substrate.
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Pravastatin
Itraconazole increased the AUC of pravastatin by 70% in a study using the same protocol as the
simvastatin-itraconazole study (Neuvonen et al. 1998). Cyclosporine has been found to increase the
AUC of pravastatin about 5-fold (Olbricht et al. 1997) and 12-fold (Park et al. 2002) in different patient
groups. In an open cross-over trial, digoxin increased the AUC of pravastatin 23% and decreased the
AUC of the α-hydroxy isomeric metabolite by 25% with no essential change in the AUC of the 3α-
5β,6β-trihydroxy isomeric metabolite (Triscari et al. 1993). Both of these interactions may be the result
of inhibition of pravastatin transport by cyclosporine (Chen et al. 1999; Shitara et al. 2003) and digoxin
(Kodawara et al. 2002; Mikkaichi et al. 2004), respectively.
Coadministration of ritonavir and saquinavir to HIV-seronegative volunteers resulted in a 31-fold
increase in simvastatin acid exposure, a three-fold increase in atorvastatin exposure but a decrease of
50% in pravastatin exposure (Fichtenbaum and Gerber 2002). A single 201 mg dose of fenofibrate did
not significantly affect the plasma concentration of pravastatin (Pan et al. 2000). A 300 mg preparation
of St John’s wort three times daily for 14 days did not significantly affect the plasma concentration of
pravastatin (Sugimoto et al. 2001).
Cerivastatin
A four-day pretreatment with itraconazole 200 mg daily increased the AUC of cerivastatin by 15%,
whereas the AUC of cerivastatin lactone increased by 160%, the AUC of the M-1 metabolite decreased
by 28% and the AUC of the M-23 metabolite increased by 36% (Kantola et al. 1999). Pretreatment with
erythromycin 500 mg three times daily increased cerivastatin AUC by 21% (Mück et al. 1998b). Digoxin
(0.25 mg daily for 5 days) did not affect the pharmacokinetics of cerivastatin, nor did cerivastatin (0.2
mg daily for 14 days) affect the pharmacokinetics of digoxin (Weber et al. 1999).
As compared to 12 healthy controls in an open, nonrandomised study, cyclosporine increased the AUC
of cerivastatin 4-fold in 12 kidney transplant patients. The AUC of metabolites M-1 and M-23 increased
4.6- and 3.9-fold, respectively (Mück et al. 1999). Based on in vitro studies, Shitara and colleagues have
suggested that the mechanism behind this interaction is inhibition of OATP-C by cyclosporine (Shitara
et al. 2003).
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Statin lovastatin simvastatin atorvastatin cerivastatin pravastatin fluvastatin rosuvastatin
absorption (%) 31 60 to 85 30 > 98 35 > 90 ~50
tmax (h) 2.8 1.3 to 2.4 2 to 4 2.5 to 3.0 0.9 to 1.6 0.5 to 1.5 3
hepatic extraction (% of
abs. dose)
62 to 69 78 to 87 > 70 N.A 45 to 66 68 63 to 90
bioavailability (%) < 5 < 5 12 60 18 10-35 20
lipophilicity +++++ +++++ ++++ ++++++ + ++++ ++
protein binding (%) > 95 > 95 > 95 > 99 48 to 50 > 95 88 to 90
elimination half-life (h) 2.5 to 15 1.9 to 15.6 14 1.7 to 2.7 1.3 to 2.6 0.5 to 3.1 20
transporters (substrate) OATP-C,
P-gp
OATP-C,
P-gp?
OATP-C,
P-gp
OATP-C OATP-B,
OATP-C,
MRP2
OATP-C
major metabolic enzymes CYP3A4,
CYP2C8?
CYP3A4,
CYP2C8
CYP3A4 CYP2C8,
CYP2A4
CYP2C9 CYP2C9
active metabolites yes yes yes yes mainly
inactive
mainly
inactive
mainly
inactive
equipotent dosage (mg) 40 20 10 0.4 40 40 N.A
max FDA approved dose
(mg)
80 80 80 0.4 to 0.8 80 80 40
Table 4. Summary of the pharmacokinetic variables of statins. Mainly from (Igel et al. 2002; White
2002), for other references see text.
3. Fibrates
Gemfibrozil, bezafibrate and fenofibrate, and clofibrate and ciprofibrate belong to the fibrate class. The
first three of these five are currently on the market in Finland. Fibrates are primarily used in the
treatment of hypertriglyceridemia and as second-line agents in patients intolerant of statins, and
contraindications include severe hepatic or renal insufficiency (ATPIII 2001).
3.1. Pharmacodynamics and clinical use
The mechanism of action of fibrates is complex. Recent studies indicate that fibrates are agonists for
the nuclear transcription factor named peroxisome proliferator-activated receptor-alpha (PPAR-alpha)
(Schoonjans et al. 1996) (Figure 4). After heterodimerisation with the Retinoid X Receptor, PPAR-
alpha affects the expression of numerous genes important in lipid regulation (Staels et al. 1998; Bishop-
Bailey 2000). Fibrates reduce triglycerides by increasing fatty acid oxidation and upregulating genes for
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lipoprotein lipase as well as downregulating the apolipoprotein C-III gene (Staels et al. 1995; Vu-Dac et
al. 1995; Fruchart et al. 1998).
Fibrates reduce triglycerides by about 25% to 50%, LDL-cholesterol levels in patients with combined
hyperlipidemia decrease only slightly (Leaf et al. 1989; Pauciullo et al. 1990). Fibrates usually raise HDL-
cholesterol levels by 10% to 15%, and somewhat more in severely hypertriglyceridemic patients.
Because fibrates lower triglyceride levels, fibrate therapy is also used to reduce the risk for acute
pancreatitis in patients with elevated triglyceride levels (Leaf et al. 1989).
Therapy  with gemfibrozil reduced the risk for fatal and non-fatal myocardial infarction in a large
primary prevention trial (Frick et al. 1987), and gemfibrozil therapy reduced the risk for fatal and non-
fatal myocardial infarction and stroke in a secondary prevention trial (Rubins et al. 1999). This
beneficial effect on cardiovascular outcomes has not been observed in all large fibrate trials (Coronary-
Drug-Project-Research-Group 1975; Bezafibrate-Infarction-Prevention-Study-Group 2000), and
fibrates do not significantly seem to reduce all-cause mortality. In fact in a study with clofibrate, total
mortality increased, while the incidence of fatal heart attacks in the clofibrate and control groups was
similar (Committee-of-Principal-Investigators 1978). Also, in a follow-up to the Helsinki Heart Study,
non-cardiac death and all-cause mortality were higher in the group that had received gemfibrozil, but
this increase was statistically insignificant (Huttunen et al. 1994). The increase in mortality with
clofibrate was mainly related to diseases of the liver, biliary tract, and intestine (Committee-of-Principal-
Investigators 1978), and to a higher cancer mortality in the gemfibrozil group in the Helsinki Heart
Study follow-up (Huttunen et al. 1994).
Fibrate gemfibrozil bezafibrate fenofibrate clofibrate ciprofibrate
absorption (%) 100 100 100
tmax (h) 1-2 2 4-6 3
protein binding (%) 98% 95% >99% 96% 99%
bioavailability (%) 100 100 60 100
volume of distribution 0.29 l/kg 0.89 l/kg 0.24 l/kg
elimination half-life (h) 1.5 1.5-3 19-27 15 81
usual daily dosage (mg) 1200 400 200 1000 100
Table 5. Pharmacokinetic properties of fibrates. Mainly from (Abshagen et al. 1980; Monk and Todd
1987; Todd and Ward 1988; Goa et al. 1996).
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Figure 4. Fibrates act by forming a ligand with PPAR-alpha. PPAR-alpha in turn forms a heterodimer
with RXR and binds to the peroxisome proliferator response element (PPRE) that enhances the gene
expression of apolipoproteins A-I and A-II, lipoprotein lipase, SR-BI and ABC-1 genes.
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3.2. Pharmacokinetics
3.2.1. Gemfibrozil
Gemfibrozil is almost completely absorbed after oral administration (Table 5). Cmax-values are attained
in one to two hours following intake of a 600 mg gemfibrozil immediate release tablet. Plasma drug
concentrations are directly proportional to dose. Gemfibrozil is highly bound to plasma proteins (about
98%). Most studies indicate that the elimination half-life of gemfibrozil is 1.5 hours (Knauf et al. 1990).
The principal metabolite of gemfibrozil is a benzoic acid derivative (metabolite III) and is the only
metabolite excreted in unconjugated form. All metabolites of gemfibrozil form glucuronide conjugates.
The majority (66%) of gemfibrozil is excreted into urine, most within 48 hours (Todd and Ward 1988).
About half of the radioactivity in urine following a radiolabelled gemfibrozil dose represented
unchanged gemfibrozil, and 20% of the radioactivity represented metabolite III (Todd and Ward 1988).
3.2.2. Bezafibrate
Bezafibrate is chemically related to clofibrate. Bezafibrate is almost completely absorbed after oral
administration. Cmax-values are attained within about two hours following a 300 mg dose in healthy
volunteers (Monk and Todd 1987). Bezafibrate is highly protein-bound (about 95%) and the volume of
distribution is 0.29 l/kg (Abshagen et al. 1980). Renal excretion in its unchanged form is the main route
of elimination of bezafibrate (Goa et al. 1996). After a 300 mg dose, 94% of the drug was recovered in
the urine within 24 hours (43% to 52% unchanged drug), and 1.7% in faeces. The elimination half-life
of bezafibrate is 1.5 to 2 hours, but extends to about 9 hours in patients with renal insufficiency. The
AUC0-10 of bezafibrate after ingestion of a single bezafibrate 300 mg tablet in healthy volunteers is 37
mg/l·h (Monk and Todd 1987). Bezafibrate potentiates the effects of warfarin and other anticoagulants,
and the doses of warfarin may need to be reduced (Monk and Todd 1987; Goa et al. 1996).
Hypoglycemia has sometimes been described in patients taking both sulfonylureas and fibrates
concurrently (Girardin et al. 1992).
3.3. Adverse effects and drug interactions
Fibrates are generally well tolerated, and only mild adverse effects are observed in 5% to 10% of
patients. Gastrointestinal complaints are the most common, including abdominal pain, diarrhoea,
nausea, flatulence and vomiting. Fibrates can also lead to an increased incidence of cholesterol
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gallstones as well as occasionally increased transaminase levels (Todd and Ward 1988). According to the
Helsinki Heart Study, the occurence of gemfibrozil adverse effects diminishes with time (Frick et al.
1987). A very rare side-effect is myopathy, but it mostly occurs when fibrates are used concomitantly
with statins (Miller and Spence 1998; Hodel 2002). Although a tendency for some fibrates showed
towards an increase in non-cardiac deaths in some large randomised trials, no evidence of specific
toxicity that enhances mortality has emerged (ATPIII 2001).
At the time of planning of this study, few pharmacokinetic studies with gemfibrozil had been carried
out, and Todd and Ward concluded that “the only significant drug interaction seen so far is an
enhancement of the effect of anticoagulants”, such as warfarin (Todd and Ward 1988). The mechanism
of the interaction may involve alteration in the synthesis of clotting factors or changes in the
disposition of vitamin K by gemfibrozil (Lozada and Dujovne 1994). In 1991, Ahmad reported on an
interaction between gemfibrozil and glyburide resulting in hypoglycemia (Ahmad 1991). Studies carried
out after Study I indicate that gemfibrozil increases the AUC of repaglinide and rosiglitazone 8-fold and
2-fold, respectively (Niemi et al. 2003a; Niemi et al. 2003b).
3. Combination treatment with HMG-CoA reductase inhibitors and fibrates
Numerous lipid researchers have put forth the combination of a statin and a fibrate as an option in the
treatment of patients with both high cholesterol and triglyceride levels (Goa et al. 1996; Shek and Ferrill
2001; McKenney 2002; Wierzbicki et al. 2003). After initial reports of an increased risk for myopathy
using lovastatin and gemfibrozil, the use of this combination declined considerably. More recently, it
has been used increasingly with apparent safety in the majority of patients (ATPIII 2001). The ATPIII
report now presents this combination is as an option, with careful monitoring, for some forms of
dyslipidemia (ATPIII 2001).
Fibrates and statins have complementary effects on blood lipid levels, as fibrates primarily lower plasma
triglycerides and increase HDL-cholesterol, while statins primarily lower plasma LDL-cholesterol. But
there is also a molecular rationale for the use of the statin-fibrate combination (Farnier 2003), because
statins and fibrates synergistically activate PPAR-alpha via different molecular mechanisms (Martin et
al. 2001) (Figure 5).
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Figure 5. Cross-talk between statin and PPAR-alpha pathways. Rho-proteins repress activation of
PPAR-alpha, and statins inhibit the formation of Rho-proteins, leading to the activation of PPAR-
alpha. Statins are not direct ligands of PPAR-alpha as are fibrates, and therefore statins and fibrates
synergistically activate PPAR-alpha. Freely adapted from Martin et al. 2001 and Goldstein and Brown
1990.
No large-scale randomised trials using hard endpoints have been published, although one such study,
due to report in 2008, will investigate the effects of the combined use of simvastatin and fenofibrate
(Wierzbicki et al. 2003). However, the pooled data from tens of smaller studies, mainly carried out in
patients with combined hyperlipidemia, indicate that statin-fibrate combinations are highly effective in
correcting blood lipid values and better than either agent used alone (Table 6). Studies on other risk
factors such as CRP, homocysteine or other surrogate endpoints of coronary heart disease are yet to be
published.
In these controlled statin-fibrate clinical trials, 0.1% have experienced a CK greater than 10 times the
upper normal limit with myalgia (Shek and Ferrill 2001), and 1% have been withdrawn from therapy
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because of muscle discomfort (ATPIII 2001). These values are no substantially higher than those of
statin monotheraphy (Pasternak et al. 2002). No cases of rhabdomyolysis or myoglobinuria have been
encountered in these clinical trials (ATPIII 2001; Shek and Ferrill 2001). However, safety data from
controlled trials are not directly applicable to clinical use because of strict inclusion and exclusion
criteria and rigorous follow-up (Martin et al. 2004). Although no cases of rhabdomyolysis were
recorded in the trials, numerous case reports have been published on rhabdomyolysis related to
concomitant use of a statin and a fibrate (Marais and Larson 1990; Pierce et al. 1990; Raimondeau et al.
1992; Knöll et al. 1993; van Puijenbroek et al. 1996; Duell et al. 1998; Oldemeyer et al. 2000; Ozdemir
et al. 2000; Plotkin et al. 2000; Hendriks et al. 2001; Kind et al. 2002). Most cases of rhabdomyolysis
have occured with the gemfibrozil-statin combination (Shek and Ferrill 2001), although a few cases
have also occurred with the bezafibrate-statin (Plotkin et al. 2000) and fenofibrate-statin combinations
(Raimondeau et al. 1992). In the USA, the use of gemfibrozil has been greater than the use of other
fibrates, which may explain why many cases of rhabdomyolysis have occured with the gemfibrozil-
statin combination (Shek and Ferrill 2001).
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Mean change vs. baselineStudy Duration Statin (mg/day) Fibrate
(mg/day)
No of patients on
combination treatment Total C. LDL HDL TG
(Leitersdorf et al. 1994) 3 months Fluvastatin 20 Bezafibrate 400 20 -24% -30% +27% -18%
(Leitersdorf et al. 1994) 3 months Fluvastatin 40 Bezafibrate 400 20 -29% -35% +27% -25%
(Pauciullo et al. 2000) 6 months Fluvastatin 20 Bezafibrate 400 85 -20% -23% +21% -36%
(Pauciullo et al. 2000) 6 months Fluvastatin 40 Bezafibrate 400 82 -20% -24% +22% -38%
(Farnier et al. 1999) 4 months Fluvastatin 20 Fenofibrate 200 33 -27% -32% +14% -39%
(Farnier et al. 1999) 4 months Fluvastatin 40 Fenofibrate 200 31 -35% -41% +3% -40%
(Esper et al. 1999) 2 months Cerivastatin 0.3 Bezafibrate 400 116 -29% -43% +34% -44%
(Farnier and Dejager 2000) 2 months Cerivastatin 0.3 Fenofibrate 200 115 -30% -41% +12% -37%
(Eliav et al. 1995) 7.5 months Fluvastatin 80 Bezafibrate 400 22 -33% -39% +9% -31%
(Papadakis et al. 1999) 2-3 months Fluvastatin 40 Ciprofibrate 100 13 -32% -36% +19% -53%
(Papadakis et al. 1999) 2-3 months Fluvastatin 40 Bezafibrate 400 10 -21% -26% +19% -46%
(Spieker et al. 2000) 1 month Fluvastatin 20 Bezafibrate 400 71 -15% -9% +5% -47%
(Ellen and McPherson 1998) 2.1 years Pravastatin 20/
 Simvastatin 10
Fenofibrate 200/ 300 63 -26% -28% +22% -41%
(Athyros et al. 1997) 2.4 years Pravastatin 20 Gemfibrozil 1200 135 -31% -35% +14% -48%
(Athyros et al. 1997) 2.4 years Simvastatin 20 Gemfibrozil 1200 130 -35% -39% +25% -54%
(Athyros et al. 1997) 2.4 years Simvastatin 20 Ciprofibrate 100 124 -38% -42% +17% -57%
(Murdock et al. 1999) 2.4 years Various statins
(first gemfibrozil only)
Gemfibrozil 1200 148 -18% +20% -41%
(Murdock et al. 1999) 2.4 years Various statins
(first statin only)
Gemfibrozil 1200 104 -22% +15% -42%
(Iliadis and Rosenson 1999) 3.7 years Pravastatin (mean) 22 Gemfibrozil (mean) 1154 26 -25% -14% +20% -53%
(Zambon et al. 1999) 1 year Lovastatin 40 Gemfibrozil 1200 25 -32% -34% +19% -51%
(Kiortisis et al. 2000) 1.5 months Atorvastatin 40 Fenofibrate 200 12 -42% -42% +28% -46%
(Kehely et al. 1995) 3 months Simvastatin 20 Bezafibrate 200 49 -28% -31% +19% -45%
(Hutchesson et al. 1994) 3 months Simvastatin 20 Bezafibrate 400 22 -20% -35% +18% -31%
(Gavish et al. 2000) 1 year Simvastatin 20 Bezafibrate 400 148 -23% -29% +25% -42%
(Athyros et al. 2002) 6 months Atorvastatin 20 Fenofibrate 200 40 -37% -46% +22% -50%
(Durrington et al. 2004) 4.5 months Rosuvastatin 5 Fenofibrate 200 60 -30% -34% +11% -41%
(Durrington et al. 2004) 4.5 months Rosuvastatin 10 Fenofibrate 200 60 -36% -42% +12% -47%
Table 6. Efficacy of combination therapy with fibrates and statins on lipid parameters in clinical trials
in patient groups at high risk for coronary heart disease. Freely adapted from (Farnier 2003) with some
additions.
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4. Rifampicin
Rifampicin, a synthetic derivative of rifamycin B, inhibits bacterial RNA polymerase by forming a stable
drug-enzyme complex (Wehrli 1983). Rifampicin remains one of the most effective and broad
spectrum antimicrobals. It is mainly used in the treatment of tuberculosis (Venkatesan 1992), but also
in methicillin-resistant as well as methicillin-sensitive staphylococcal infections (Turnidge and Grayson
1993), and its dosage in adults is usually between 450 mg and 600 mg once daily (Douglas and McLeod
1999).
Pharmacokinetics. The bioavailability of oral rifampicin after a single dose is 93%, but after a three-
week treatment, its oral availability falls to 68% (Loos et al. 1987). This probably occurs because of
autoinduction of rifampicin metabolism (Venkatesan 1992). After administration of a single 600 mg
dose, peak plasma serum concentration occurs in two hours, and the t½ is about 2.5 hours (Acocella
1978). Rifampicin is mainly metabolised via desacetylation and hydrolysis. Desacetylrifampicin and
unchanged rifampicin are excreted in the bile and urine, and unchanged rifampicin is reabsorbed into
the enterohepatic circulation. About 80% of rifampicin is bound to protein (mainly albumin) in plasma
(Acocella 1978). Because the capacity of the liver is saturated with 300 mg to 450 mg doses, further
increases in dosage therefore result in a more than proportional increase in serum concentrations
(Acocella 1978).
Interactions. Rifampicin is a potent inducer of hepatic and intestinal CYP3A4 (Combalbert et al. 1989;
Kolars et al. 1992) and therefore reduces the plasma concentrations and effects of several CYP3A4
substrates (Backman et al. 1996; Villikka et al. 1997; Lamberg et al. 1998). Rifampicin can also induce
CYP1A2, CYP2A6, CYP2B6, CYP2C9, CYP2C19, and CYP3A5 enzymes, but their inducibility is less
than that of CYP3A4 (Niemi et al. 2003c). Induction of CYP3A4 by rifampicin is mediated by a nuclear
receptor PXR (Lehmann et al. 1998). PXR also regulates members of the UPD-glucuronyltransferase
(UGT), sulfotransferase and carboxylesterase families (Goodwin et al. 2002). Correspondingly, studies
in cell cultures indicate that rifampicin induces some phase II enzymes, such as UGTs and
sulfotransferases (Doostdar et al. 1993; Kern et al. 1997), as well as non-cytochromal drug-metabolising
enzymes, such as monoamine oxidase B (MAO-B) and flavin-containing mono-oxygenases four and
five (FMO4 and FMO5) (Sumida et al. 2000).
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Rifampicin also induces PXR-regulated P-gp (Geick et al. 2001). P-gp is induced mainly in the liver and
the intestine, but significantly less if at all in the kidneys (Greiner et al. 1999). Fromm et al. recently
showed that MRP2 that is involved in the efflux of some drugs and drug conjugates (König et al. 1999)
is indused by rifampicin (Fromm et al. 2000).
Becase of its broad spectum of effects, rifampicin can cause clinically significant interactions with a
number of important drugs, including verapamil, dihydropyridine calcium-channel antagonists,
sulfonureas, itraconazole, ketoconazole, midazolam, triazolam, indinavir, nelfinavir, saquinavir,
cyclosporine, methadone, warfarin and digoxin (Niemi et al. 2003c).
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AIMS OF THE STUDY
No controlled studies about the effect of gemfibrozil on the pharmacokinetics of simvastatin,
lovastatin, cerivastatin, atorvastatin and pravastatin had been published when we carried out the
original studies of this thesis. Nor did any published studies on the effects of potent CYP inducers on
statin pharmacokinetics exist.
The specific aims of the studies were:
I To investigate the effect of gemfibrozil on the pharmacokinetics of four HMG-CoA reductase
inhibitors: simvastatin, lovastatin, cerivastatin and pravastatin (Study I-IV), and to characterise
the magnitude of these interactions. To investigate the effect of bezafibrate on the
pharmacokinetics of lovastatin and to compare it to the effect of gemfibrozil on lovastatin (Study
III), to determine if the effects of bezafibrate and gemfibrozil on lovastatin pharmacokinetics
differ.
II To study the effects of rifampicin on the pharmacokinetics of simvastatin and pravastatin (Study
V and VI).
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MATERIALS AND METHODS
1. Subjects
A total of 53 (23 female and 30 male) healthy volunteers participated in the studies. Their health was
assessed beforehand based on their medical history, a physical examination, and routine laboratory
tests. None of the subjects received continuous medication, except two female subjects in Study I who
were using oral contraceptive steroids. None of the subjects were frequent smokers. Pregnant, lactating,
obese, or volunteers under 18 years old were excluded. Intake of other drugs or grapefruit or grapefruit
juice was prohibited two weeks prior to each study day. Subjects that had donated blood within one
month or participated in other trials were excluded. Details of the subjects appear in Table 7.
Study no. Gender
(male/female)
Age (years) Weight (kg) Height (cm) Body Mass
Index
(kg/m2)
No. of users
of oral con-
traceptives
I 5/5 22 ± 3 62 ± 13 172 ± 11 21 ± 2 2
II 5/6 22 ± 2 68 ± 11 173 ± 10 23 ± 2 0
III 5/5 23 ± 2 69 ± 11 175 ± 7 22 ± 2 0
IV 5/5 23 ± 3 70 ± 10 176 ± 5 22 ± 3 0
V 10/0 24 ± 3 71 ± 8 178 ± 6 22 ± 2 0
VI 6/4 22 ± 2 70 ± 15 172 ± 9 23 ± 3 0
Table 7. Characteristics of the subjects. Age, weight, height and Body Mass Index data are mean ± SD
2. Study design
All six studies used a similar randomised, placebo-controlled crossover-design. All studies consisted of
two phases and had a washout period of four weeks, except Study III, which consisted of three phases
and had a washout period of two weeks. Details of the studies appear in Table 8. The studies were
carried out at the Department of Clinical Pharmacology, University of Helsinki.
The Pharmacy of the Helsinki University Central Hospital supplied, packaged and labelled the
pretreatment medications and matched placebos according to a randomisation list for each subject.
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Details of the drugs appear in Table 9. Drug doses were chosen to reflect current use and to facilitate
determination of plasma drug concentrations.
Following ingestion of the statin, timed blood samples were taken for up to 12 or 24 hours to
determine plasma drug concentrations. In each study, the volunteers fasted overnight before
administration of the statin and received a warm meal three hours, and a standard meal seven hours
afterwards. No volunteers were allowed to drink alcohol during the study days or during the previous
24 hours. The statins were administered orally with 150 ml water.
Study
No.
Pretreatment medication
and dose
Duration of
pretreatment
Washout
period
(weeks)
Study drug and dose Administration of
study drug
I gemfibrozil 600 mg x 2
placebo x 2
3 days
(at 8:00 and 20:00)
4 simvastatin 40 mg on day 3 at 9:00
II gemfibrozil 600 mg x 2
bezafibrate 400 mg x 1
placebo x 2
3 days
(at 8:00 and 20:00)
2 lovastatin 40 mg on day 3 at 9:00
III gemfibrozil 600 mg x 2
placebo x 2
3 days
(at 8:00 and 20:00)
3 cerivastatin 0.3 mg on day 3 at 9:00
IV gemfibrozil 600 mg x 2
placebo x 2
3 days
(at 8:00 and 20:00)
4 pravastatin 40 mg on day 3 at 9:00
V rifampicin 600 mg x 1
placebo x 1
5 days
(at 16:00)
4 simvastatin 40 mg on day 6 at 9:00
VI rifampicin 600 mg x 1
placebo x 1
5 days
(at 16:00)
4 pravastatin 40 mg on day 6 at 9:00
Table 8. Structure of the studies.
3. Blood sampling
On the days of administration of the study drug, a cannula was inserted into a forearm vein of each
subject and kept patent with an obturator. Timed blood samples were drawn just before administration
of the study drugs and 0.5, 1, 1.5, 2, 3, 4, 6, 8, 10, and 12 hours later in studies I, II and V and 0.5, 1,
1.5, 2, 2.5, 3, 4, 6, 8, 10, and 12 hours later in studies III, IV and VI. In studies II-IV, a final blood
sample was collected 24 hours after administration of the study drug.
 In all studies, blood samples (10 ml each) were collected in tubes that contained
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ethylenediamintetraacetic acid. In study III, additional 5-ml samples were drawn before and 24 hours
after administration of cerivastatin for measurement of serum creatine kinase values. Plasma samples
were separated by centrifugation with a relative centrifugal force of 1900g within 30 minutes after
blood sampling, and stored at -70ºC until analysis.
In studies IV and VI, urine was collected cumulatively to determine renally excreted pravastatin.
Study No. Pretreatment drug Study drug
I gemfibrozil: Lopid 600 mg tablet,
Gödecke/ Parke Davis, Germany
simvastatin: Zocor 40 mg tablet,
Merck Sharpe & Dohme, the Netherlands
II gemfibrozil: Lopid 600 mg tablet,
Gödecke/Parke Davis, Germany
bezafibrate: Bezalip 400 mg slow-release tablet,
Orion Pharma, Finland
lovastatin: Lovacol 40 mg tablet,
Orion Pharma, Finland
III gemfibrozil: Lopid 600 mg tablet, Parke Davis,
Warner Lambert Nordic AB, Germany
cerivastatin: Lipobay 0.3 mg tablet,
Bayer, Germany
IV gemfibrozil: Lopid 600 mg tablet,
Parke Davis, Germany
pravastatin: Pravachol 40 mg tablet,
Bristol-Myers Squibb, USA
V rifampicin: Rifarm 600 mg tablet,
Pharmacal, Finland
simvastatin: Zocor 40 mg tablet,
Merck Sharpe & Dohme, the Netherlands
VI rifampicin: Rifarm 600 mg tablet,
Pharmacal, Finland
pravastatin: Pravachol 40 mg tablet,
Bristol-Myers Squibb, USA
Table 9. Details of the drugs used in the study.
4. In vitro study (Study I)
Professor Olavi Pelkonen of the University of Oulu provided the liver microsomal samples. The
microsomes were prepared as described previously (Meier et al. 1983). After determination of protein
concentration (Lowry et al. 1951), the suspended microsomes were divided into alignots, frozen and
stored at -80ºC until use.
The incubations were performed in duplicate and within the linear range with respect to incubation
time. The incubation volume was 0.2 ml. Gemfibrozil was dissolved in acetonitrile, and acetonitrile was
removed by evaporation. Gemfibrozil 0 to 1200 µmol/l was reconstituted with an incubation medium
containing 0.13 mol/l sodium phosphate buffer (pH 7.4), 5.0 mmol/l magnesium chloride, 1.0 mmol/l
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NADPH and 6.25 µmol/l midazolam. After incubation at 37°C for two minutes, the reaction was
started by adding microsomal protein (100 µg/0.2 ml). In an additional experiment, gemfibrozil was
first preincubated together with the incubation medium and microsomes for 15 minutes, after which
the reaction was started by adding midazolam. The reaction was stopped after eight minutes by adding
200 µl ice-cold methanol containing 25 ng/ml methoxydiazepam as an internal standard. The samples
were centrifuged, and the supernatant was analysed for 1’-hydroxymidazolam by HPLC (Ha et al.
1993).
5. Determination of plasma drug concentrations
5.1. HMG-CoA reductase inhibitors
Simvastatin and simvastatin acid
Concentrations of simvastatin and simvastatin acid in plasma (Studies I and V) were measured with
liquid chromatography-ion spray tandem mass spectrometry using the Perkin Elmer Sciex API 3000
LC/MS/MS system, as described previously (Mulvana et al. 2000). The ion transitions monitored were
m/z 436 to m/z 285 for simvastatin and m/z 437 to m/z 303 for simvastatin acid. The limit of
quantification was 0.1 ng/ml, and the standard curves were linear from 0.1 ng/ml to 100 ng/ml for
simvastatin and simvastatin acid. In Study V, the day to day coefficients of variation (CV) were 4.9% at
0.10 ng/ml and 4.1% at 0.52 ng/ml for simvastatin (n=7), and 8.1% at 0.11 ng/ml and 11.0% at 0.52
ng/ml for simvastatin acid (n=7). In Study I, the CVs were 1.8% at  0.12 ng/ml, 4.6% at 5.4 ng/ml,
and 0.8% at 49.7 ng/ml for simvastatin (n=3) and 12.9% at 0.097 ng/ml, 9.8% at 5.1 ng/ml, and 3.9%
at 51.0 ng/ml for simvastatin acid (n=3).
Lovastatin and lovastatin acid
The concentrations of lovastatin and lovastatin acid in plasma (Study II) were measured with liquid
chromatography-ionspray tandem mass spectrometry using the LC/MS/MS system (Mulvana et al.
2000). Simvastatin served as an internal standard. The ion transitions monitored were m/z 405 to m/z
199 for lovastatin, m/z 423 to m/z 285 for lovastatin acid, and m/z 419 to m/z 285 for simvastatin. The
limit of quantification was 0.1 ng/ml for lovastatin and lovastatin acid. The CVs were 7.8% at 0.19
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ng/ml and 3.5% at 11 ng/ml for lovastatin (n=6), and 12% at 0.20 ng/ml and 4.8% at 12 ng/ml for
lovastatin acid (n=6).
Cerivastatin and metabolites
The concentrations of cerivastatin and its major metabolites in plasma (Study III) were measured with
liquid chromatography-ionspray tandem mass spectrometry using the LC/MS/MS system as described
previously, with some modifications (Jemal et al. 1999). Fluvastatin served as an internal standard. The
ion transitions monitored were m/z 460 to m/z 356 for cerivastatin (acid), m/z 442 to m/z 354 for
cerivastatin lactone, m/z 446 to m/z 342 for M-1 acid, m/z 476 to m/z 340 for M-23 acid, and m/z 412
to m/z 224 for fluvastatin. These transitions represent the product ions of [M+H]+ ions. The limit of
quantification for cerivastatin was 0.01 ng/ml, and the CVs were 3.7% at 5 ng/ml (n=5), 3.9% at 0.5
ng/ml (n=5), and 13% at 0.05 ng/ml (n=5).
Pravastatin
The concentrations of pravastatin in plasma and urine (Studies IV and VI) were measured with liquid
chromatography-ionspray tandem mass spectrometry using of the LC/MS/MS system (Mulvana et al.
2000). The ion transition monitored was m/z 442 to m/z 269, and the limit of quantification was 0.25
ng/ml for pravastatin. In Study V, the CVs were 7.8% at 1 ng/ml, 3.7% at 10 ng/ml, and 10.9% at 100
ng/ml for pravastatin (n=6). In Study VI, the CVs were 9.0% at 1 ng/ml, 2.6% at 10 ng/ml, and 3.3%
at 100 ng/ml (n=7).
5.2. Fibrates
Plasma concentrations of gemfibrozil and bezafibrate were determined with HPLC with ultraviolet
detection (Hengy and Kölle 1985). Ibuprofen served as an internal standard. In Studies I-IV, the limit
of quantification for gemfibrozil was 0.1 mg/l, and the between-day CV was less than 12% at relevant
plasma gemfibrozil concentrations (approximately 0.5-30 mg/l). The limit of quantification for
bezafibrate was 0.05 mg/l, and the between-day CV was less than 8% at relevant plasma bezafibrate
concentrations (approximately 0.3-9 mg/l).
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6. Pharmacokinetic calculations
The pharmacokinetics of the study drug were characterised by peak concentration in plasma (Cmax),
time to Cmax (tmax), area under the plasma concentration-time curve from time 0 to t or infinity (AUC(0-t)
and AUC(0-∞) respectively) and elimination half-life (t½). The terminal log-linear phase of the plasma
drug concentration-time curve was identified visually for each subject. The Cmax and tmax values were
taken directly from the original data. The elimination rate constant (kel) was determined by a linear
regression analysis with use of at least three points on the plot of the natural logarithm of the plasma
concentration-time curve. The t½ was calculated from the equation:
t½ = ln2 / kel
AUC values were calculated by the linear trapezoidal rule for the rising phase of the plasma
concentration-time curve and by the log-linear trapezoidal rule for the descending phase, with
extrapolation to infinity, when appropriate by division of the last measured concentration by kel. AUC0-
12 values were calculated in Studies I and V-VI, wheras AUC0-24 values were used in studies II-IV.
Renal clearance (CLren 0-12) was calculated as:
CLren 0-12 = Ae / AUC(0-12)
where Ae is the amount of study drug excreted into urine within 12 hours.
The pharmacokinetics of gemfibrozil and bezafibrate were characterised by Cmax and AUC. The
pharmacokinetic analysis was carried out with the program MK model, version 5.0 (Biosoft,
Cambridge, UK).
7. Statistical analysis
Results were expressed as mean values ± SEM or ± SD.  Tmax data were expressed as median with
range. Mean values ± SEM were used in the figures. Cmax and AUC values were log-transformed before
statistical analysis as appropriate. In Studies I, III, IV, and VI, 95% confidence intervals were calculated
for the mean differences of selected variables.
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Statistical comparisons between the two phases in Studies I, III, and V were carried out using repeated
measures analysis of variance (ANOVA), with fixed effects for period, treatment sequence, and
treatment - except for tmax values. Statistical comparisons of the continuous pharmacokinetic variables
between the two phases in Studies IV and VI were carried out with the Student t-test for paired values
(two-tailed). The Wilcoxon-signed rank test was used in all studies for analysis of tmax.
Analysis of the results in Study II was carried out using two-way ANOVA and a posteriori testing with
the Tukey test. The tmax values in Study II were compared with Friedman’s two-way ANOVA and the
Wilcoxon-signed rank test.
Pearson’s product-moment correlation coefficient was used to test linear correlations between selected
variables in Studies I, II, III and IV, and the Mann-Whitney U-test was used to compare the effects of
rifampicin on AUC values of simvastatin acid and pravastatin.
All data were analysed with the statistical program Systat for Windows, version 6.0.1 (SPSS Inc, IL,
USA). The level of statistical significance is p < 0.05.
8. Ethical considerations
All the study protocols were approved by the appropriate ethics committees according to current
regulations. The study protocols of Studies I and V were approved by the Ethics Committee of the
Department of Clinical Pharmacology, University of Helsinki, and protocols of Studies II, III, IV and
VI were approved by the Ethics Committee for Studies in Healthy Subjects, Hospital District of
Helsinki and Uusimaa. In addition, all the study protocols were approved by the Finnish National
Agency for Medicines. All subjects received both oral and written information and provided their
written informed consent. Study III was initiated before the withdrawal from the market of cerivastatin,
which occurred before the study was completed. The ethics committee and the volunteers in Study III
were informed of the withdrawal of cerivastatin.
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RESULTS
1. Effects of gemfibrozil and bezafibrate on HMG-CoA reductase inhibitor
1.1 Effect of gemfibrozil on simvastatin
Pretreatment with gemfibrozil 600 mg twice daily for three days increased the mean AUC(0-∞) of
simvastatin to 140% (range 60% to 240%, p < 0.01) and the mean AUC(0-∞) of simvastatin acid to 290%
(range 100% to 860%, p < 0.001) of control phase values. The mean Cmax of simvastatin saw no
statistically significant increase, while the Cmax of simvastatin acid increased to 210% (p < 0.01) of
control phase values. During the gemfibrozil phase the t½ of simvastatin was 170% (p < 0.05) and the
t½ of simvastatin acid was 150% longer (p < 0.01) than that of the control phase. Gemfibrozil more
than doubled the AUC(0-∞) ratio of simvastatin acid to simvastatin (p < 0.05).
1.2 Effect of gemfibrozil and bezafibrate on lovastatin
Pretreatment with gemfibrozil raised the mean AUC(0-24) of lovastatin acid to 280% (range 130% to
1180%, p < 0.001) and the mean Cmax of lovastatin acid to 180% (p < 0.05) of control phase values
(Figure 6). The mean AUC(0-24) or Cmax of lovastatin failed to increase. The t½ of lovastatin or lovastatin
acid could not be determined because of rebound increases at 24 hours. Gemfibrozil raised the AUC(0-
24) ratio of lovastatin acid to lovastatin more than three-fold.
Pretreatment with bezafibrate 400 mg once daily for three days had no significant effect on the mean
AUC(0-24) of lovastatin or of lovastatin acid or on the mean Cmax of lovastatin. Bezafibrate raised the
mean Cmax of lovastatin acid by 40%, but the t½ could not be determined.
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Effect of gemfibrozil on simvastatin acid, lovastatin acid,
cerivastatin and pravastatin pharmacokinetics
Figure 6. Pharmacokinetic changes in simvastatin acid, lovastatin acid, cerivastatin and pravastatin due
to administration of gemfibrozil 600 mg twice daily. The mean AUC and mean Cmax values are
expressed relative to control (gray bars), and the smallest and largest values appear as black lines.
1.3. Effect of gemfibrozil on cerivastatin
Pretreatment with gemfibrozil raised the mean AUC(0-∞) of cerivastatin (acid) to 560% (range 140% to
1000%, p < 0.001) of control phase values. Gemfibrozil increased the Cmax of cerivastatin was to 310%
(range 140% to 810%, p < 0.005), and the mean t½ of cerivastatin raised to 270% (p < 0.001) of control
values.
Gemfibrozil raised the AUC(0-∞) of cerivastatin lactone on average to 440% of control values (range
90% to 590%, p < 0.005) and that of metabolite M-1 to 440% (range 220% to 800%, p < 0.001) of
control phase values, but lowered the AUC(0-24) of metabolite M-23 to 20% (range 10% to 70%, p <
0.005) (Figure 7).
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On study day three (before cerivastatin administration), the mean serum creatin kinase (CK) values
were 87 ± 20 U/l during the placebo phase, and 111 ± 49 U/l during the gemfibrozil phase. On day
four (at 24 hours from cerivastatin administration), the mean CK value was 77 ± 16 U/l during the
placebo phase and 109 ± 81 U/l during the gemfibrozil phase. The slight tendency to higher CK-values
during the gemfibrozil phase was statistically insignificant.
Figure 7. Effect of gemfibrozil on mean AUC and Cmax values of cerivastatin and its metabolites.
1.4 Effect of gemfibrozil on pravastatin
During pretreatment with gemfibrozil the mean AUC(0-∞) of pravastatin was 200% (range 40% to 410%,
p < 0.05) of control phase values. Gemfibrozil raised the AUC in 9 of 10 subjects. During the
gemfibrozil phase, the mean Cmax of pravastatin was 180% (range 30% to 430%, p = 0.09) of control
phase values, but the change was statistically insignificant. No difference existed in the t½ of pravastatin
between phases. Gemfibrozil reduced the renal clearance of pravastatin from 25 l/h to 14 l/h (p <
0.001), and a significant correlation existed between the increase in the AUC(0-24) of pravastatin and the
decrease in its renal clearance (r = 0.72; p < 0.05).
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1.5 Effect of gemfibrozil on CYP3A4 activity in vitro
Gemfibrozil in concentrations up to 1200 µmol/l showed no significant effect on midazolam 1’-
hydroxylation, a probe CYP3A4 reaction in human liver microsomes either with or without
preincubation.
2. Effects of rifampicin on HMG-CoA reductase inhibitors
2.1 Simvastatin
Pretreatment with rifampicin 600 mg once daily for five days lowered the mean AUC(0-∞) of simvastatin
to 13% (range 6% to 44%, p < 0.001), and the mean AUC(0-∞) of simvastatin acid to 7% (range 3% to
18%, p < 0.001) of control phase values (Figure 8). The mean Cmax of simvastatin and simvastatin acid
fell to 10% (p < 0.001), of control phase values. Rifampicin had no effect on the t½ of simvastatin and
simvastatin acid.
Figure 8. Effect of rifampicin on AUC and Cmax values of pravastatin and simvastatin acid
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2.2 Pravastatin
Pretreatment with rifampicin lowered the mean AUC(0-∞) of pravastatin to 69% (range 24% to 220%, p
< 0.05) of control phase values. Although the AUC(0-∞) markedly decreased in seven subjects, the other
three subjects showed a moderate increase. Rifampicin lowered the mean Cmax of pravastatin to 79% of
control phase values, but this change was statistically insignificant (p = 0.13). Rifampicin had no
significant effect on the t½ of pravastatin compared to control phase. Rifampicin had no significant
effect on the renal clearance of pravastatin or on the amount of pravastatin excreted in urine.
59
DISCUSSION
1. Methodological considerations
A randomised, placebo-controlled cross-over study design was used in all six studies. Because a cross-
over design was used, the variation in the parameters studied was smaller, and also fewer subjects were
required than in a parallel group design. Balanced randomisation and adequate wash-out periods (two
to four weeks) reduced the risk of possible carry-over effects. The number of subjects included in the
studies (10 to 11) was sufficient to ascertain an interaction large enough to be clinically significant.
All the subjects in the studies were young, healthy volunteers. The activity of CYP3A4 is quite constant
during adulthood, but the pharmacokinetics of drugs can change with increasing age and liver or kidney
failure (Schmucker et al. 1990; Le Couteur and McLean 1998; Pichette and Leblond 2003). Therefore
care must be taken when extrapolating the results for elderly subjects. Variations in drug interaction
size may be greater in the actual patient-population than in our healthy subjects.
A longer period of concomitant medication could have been chosen to reflect clinical use more closely.
However, steady state plasma levels of gemfibrozil and bezafibrate were likely reached in the three-day
treatment. The elimination half-life of gemfibrozil and bezafibrate is 1.5 hours (Monk and Todd 1987;
Todd and Ward 1988). Enzyme induction by rifampicin requires the synthesis of new enzyme protein
and therefore a five-day pretreatment with rifampicin was used. On the basis of the ratio of 6β-
hydroxycortisol to cortisol, the inducing effect of rifampicin reaches a plateau after six days, and after
five days, the extent of induction remains close to this level (Tran et al. 1999). The length of
pretreatments used was a compromise between the opposing goals of preventing unnecessary exposure
to drugs in healthy volunteers on one hand, and of revealing clinically significant interactions on the
other. The selected doses were clinically relevant and reflect current use.
Because alcohol intake can affect drug metabolism and exercise may predispose subjects to muscle
toxicity (Carroccio et al. 1994), alcohol and strenuous exercise was prohibited for two days prior to the
study and during the study days. Grapefruit juice, which is an inhibitor of CYP3A4 (Bailey et al. 1998),
was prohibited for two weeks prior to each study. To standardise absorption, the volunteers fasted
overnight before intake of the statin, and meals during the phases were standardised.
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Some of the conclusions about the clinical relevance of the results drawn in these studies rely on the
finding that a linear dose-response relationship exists in statin pharmacokinetics (Jones et al. 1998;
White 2002; Jones et al. 2003). Numerous studies indicate that both efficacy and adverse effects
increase with increasing plasma levels (Bradford et al. 1991; Dujovne et al. 1991; Anonymous 1997;
Murphy and Dominiczak 1999; Ballantyne et al. 2003).
2. Effects of gemfibrozil and bezafibrate on pharmacokinetics of HMG-CoA reductase
inhibitors
Gemfibrozil 600 mg twice daily increased the AUC and Cmax of all four statins studied. All statin-
gemfibrozil interactions displayed considerable interindividual variation, and at most the increase was
12-fold for lovastatin acid, 10-fold for cerivastatin, 7-fold for simvastatin acid, and 4-fold for
pravastatin. Those individuals at the upper ends of the distribution curves probably run the highest risk
for adverse effects.
In contrast to the effect of gemfibrozil, bezafibrate 400 mg once daily did not statistically or clinically
affect the pharmacokinetics of lovastatin. Accordingly, the risk for developing myopathy may be
somewhat lower with the bezafibrate-lovastatin combination than with the gemfibrozil-lovastatin
combination. In two small clinical trials, no adverse effects occured more frequently with bezafibrate-
simvastatin coadministration than with monotherapy of either drug (Hutchesson et al. 1994; Kehely et
al. 1995).
It appears that gemfibrozil is the only fibrate bearing a documented pharmacokinetic interaction with
statins. Pharmacokinetic studies indicate that fenofibrate does not seem to affect the pharmacokinetics
of rosuvastatin (Martin et al. 2003) or pravastatin (Pan et al. 2000). Gemfibrozil, on the other hand,
raises the AUC of both rosuvastatin (Schneck et al. 2004) and pravastatin (Study IV). Studies on the
effects of other fibrates on the pharmacokinetics of statins appear not to have been published, but a
similar interaction was observed with repaglinide. Gemfibrozil raised the AUC of repaglinide eight-fold
(Niemi et al. 2003a), but fenofibrate had no significant effect on the pharmacokinetics of repaglinide
(Kajosaari et al. 2004).
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Two research groups have studied the effects of different fibrates on metabolism in vitro using human
hepatocytes. Prueksaritanont et al. reported that while gemfibrozil inhibited the glucuronidation of
simvastatin, cerivastatin, atorvastatin and rosuvastatin, fenofibrate did not affect the glucuronidation of
simvastatin in vitro (Prueksaritanont et al. 2002c). Fujino et al. found that gemfibrozil inhibited
metabolism via CYP2C8 to a greater extent than did fenofibrate, bezafibrate, clofibrate and ciprofibrate
(Fujino et al. 2003). These in vitro studies indicate that inhibition of statin metabolism may occur in the
presence of gemfibrozil – and considerably more than with the other fibrates studied.
Most cases of rhabdomyolysis have occurred in combination with gemfibrozil rather than with some
other fibrate (Farmer 2001; Shek and Ferrill 2001; Farnier 2003). This suggests that gemfibrozil showed
greater propensity for pharmacokinetic drug-drug interactions with statins than does bezafibrate.
Therefore, the risk for myopathy in concomitant use of bezafibrate with a statin may be smaller than in
concomitant use of gemfibrozil with a statin. Because rhabdomyolysis occurs in statin and fibrate
monotherapy, the possibility of a pharmacodynamic interaction cannot be excluded.
3. Possible mechanisms of the gemfibrozil - statin pharmacokinetic interactions
It is remarkable that gemfibrozil raises the plasma concentrations of lovastatin acid, simvastatin acid,
cerivastatin, pravastatin and rosuvastatin (Schneck et al. 2004), even though they differ in their extent
of absorption as well as in their routes of excretion (Lennernäs and Fager 1997; Christians et al. 1998).
In vitro studies that show that gemfibrozil inhibits CYP2C8 and CYP2C9 (Wen et al. 2001; Wang et al.
2002), glucuronidation-mediated lactonisation of statins (Prueksaritanont et al. 2002a; Prueksaritanont
et al. 2002c), and OATP-C-mediated uptake transport of substrate statins (Schneck et al. 2004). The
gemfibrozil-statin interaction mechanism may vary from statin to statin.
One of the most plausible mechanisms for all statins is the inhibition of drug transporters by
gemfibrozil (Figure 9). The statins studied are all substrates of OATP-C (Hsiang et al. 1999; Nakai et al.
2001; Shitara et al. 2003), and gemfibrozil is known to inhibit OATP-C (Schneck et al. 2004).
Cyclosporine, an inhibitor of drug transporters P-gp (Tamai and Safa 1990), MRP2 (Chen et al. 1999),
and OATP-C (Shitara et al. 2003) also markedly raises the plasma levels of these statins (Campana et al.
1995; Olbricht et al. 1997; Mück et al. 1999; Hedman et al. 2004).
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Especially in the case of pravastatin, which is not metabolised by CYP enzymes to a significant extent
(Jacobsen et al. 1999a; Jacobsen et al. 1999b), the most probable explanation is that gemfibrozil inhibits
OATP-C-mediated uptake of pravastatin (Schneck et al. 2004). Gemfibrozil or some of its metabolites
may also inhibit MRP2-mediated efflux transport of pravastatin. At least lovastatin and probably also
simvastatin is a substrate of P-gp (Kim et al. 1999), but gemfibrozil does not inhibit P-gp in vitro
(Ehrhardt et al. 2004). The role of P-gp however, cannot be completely excluded on the basis of in vitro
studies, because some of the untested metabolites of gemfibrozil may inhibit P-gp.
Another likely mechanism of the interaction is the inhibition of CYP2C8 by gemfibrozil.
Trimethoprim, a selective inhibitor of CYP2C8 (Wen et al. 2002), also raised the AUC of cerivastatin,
although not as much as did gemfibrozil (Backman et al. 2003). Cerivastatin metabolite M-23 has been
shown to be formed mainly by CYP2C8 (Wang et al. 2002). The decrease in the formation of the
CYP2C8-mediated metabolite M-23 in Study III suggests that inhibition of CYP2C8 by gemfibrozil is
an important factor in the interaction. Furthermore, an in vitro study shows that gemfibrozil inhibits
CYP2C8-mediated metabolism (Wang et al. 2002). Besides cerivastatin, CYP2C8 is also involved in the
metabolism of simvastatin acid (Prueksaritanont et al. 2003), and perhaps in the metabolism of
lovastatin acid as well. Gemfibrozil also raises the plasma concentrations of other substrates of
CYP2C8 such as repaglinide (Niemi et al. 2003a) and rosiglitazone (Niemi et al. 2003b).
It is highly unlikely that inhibition of CYP3A4 would cause the observed effects of gemfibrozil on
statin pharmacokinetics. Gemfibrozil raised the AUC of the acid form of simvastatin and lovastatin
more than the AUC of the parent lactone (Study I and II). This is contrary to the effects of CYP3A4
inhibitors on simvastatin or lovastatin pharmacokinetics, where the parent lactone AUC increases more
than does the acid (Kivistö et al. 1998; Kantola et al. 1998a; Kantola et al. 1998b). Moreover,
gemfibrozil did not affect the CYP3A4-mediated 1’-hydroxylation of midazolam (Study I), even though
the gemfibrozil concentrations used were 10 times as high as the peak concentration in the in vivo study.
Potent inhibitors of CYP3A4, such as itraconazole and erythromycin, produce only modest increases in
cerivastatin pharmacokinetics, suggesting a limited role for CYP3A4 in the elimination of cerivastatin
(Mück et al. 1998b; Kantola et al. 1999). Gemfibrozil, on the other hand, raised cerivastatin AUC-
values on average six times more than control values.
A third, though less important explanation could be that gemfibrozil inhibitios statin glucuronidation.
Glucuronidation by phase II enzymes is not, however, a major pathway of simvastatin or lovastatin
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elimination (Prueksaritanont et al. 2002a; Prueksaritanont et al. 2002b), and therefore its inhibition may
not be the main contributor to the mechanism of interaction.
Evans and Rees have offered a fourth possible mechanism: that fibrates might downregulate the
expression of the enzymes that metabolise statins, thus resulting in greater statin exposure (Evans and
Rees 2002). It is known that fibrates activate PPAR, and the PPAR family of receptors have been
shown to influence regulation of CYP enzymes. However, this mechanism seems an unlikely
explanation for the effects of gemfibrozil on statins, as studies on PPAR activation involve CYP4A6
rather than CYP3A4 or CYP2C8 (Palmer et al. 1994), and other PPAR activators such as pioglitazone
and troglitazone, do not inhibit statin metabolism. On the contrary, plasma levels of HMG-CoA
reductase inhibitors decreased during coadministration of simvastatin and troglitazone in healthy
volunteers, and remained unchanged during coadministration of pioglitazone and simvastatin
(Prueksaritanont et al. 2001).
Figure 9. Simplified drawing of possible mechanisms of the gemfibrozil-statin pharmacokinetic
interaction.
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4. Clinical relevance of the results with gemfibrozil and bezafibrate
The risk for rhabdomyolysis with statins depends on the plasma concentration (Bradford et al. 1991;
Dujovne et al. 1991; Anonymous 1997; Ballantyne et al. 2003) and lipophilicity of the statin (McTavish
and Sorkin 1991; Negre-Aminou et al. 1997; Farmer 2001; White 2002; Thompson et al. 2003). It is
now well established that the pharmacokinetic interaction leading to elevated statin concentrations
raises the risk for rhabdomyolysis in concomitant use of statins and azole antifungals such as
itraconazole (Böger 2001). However, the causality between pharmacokinetic interaction and
rhabdomyolysis is not as straightforward in the gemfibrozil-statin combination, because both agents are
also known to cause rhabomyolysis in monotherapy.
The FDA has published data on the percentages of gemfibrozil use in 866 statin-related cases of
rhabdomyolysis (Table 2) (Chang et al. 2002). If pharmacokinetic interaction is responsible for at least
part of the increased frequency of rhabdomyolysis in statin-gemfibrozil coadministration, one could
reasonably assume that out of all cases of statin-related rhabdomyolysis as the size of the
pharmacokinetic interaction increases, so does the percentage of cases of statin-related rhabomyolysis
involving concomitant use with gemfibrozil. Such a positive correlation between gemfibrozil
cotreatment and the mean size of pharmacokinetic interaction seems to exist (p < 0.005, r = 0.98).
Although correlation does not mean causality, this result may indicate that the pharmacokinetic
interaction between gemfibrozil and a statin is a major explanatory factor for the increased risk for
muscle damage (Figure 10). This however, does not rule out the possibility of a pharmacodynamic
interaction.
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That reporting rates of rhabdomyolysis differ for different statins does not skew this comparison, if the
likelihood of reporting a case of statin-related rhabdomyolysis is as likely in combined use with
gemfibrozil as when gemfibrozil is not used. Nor does the withdrawal of cerivastatin (8 August 2001)
distort the data that extend to the end of July 2001. One confounding factor is, however, that the
percentage of patients using gemfibrozil together with a statin may vary from statin to statin. It appears
that elevated plasma levels of HMG-CoA reductase inhibitors is at least one factor in the risk for
myopathy and rhabdomyolysis.
Figure 10. From onset of marketing through 31 July 2001, 866 cases of statin-related rhabdomyolysis
were reported to the FDA (Chang et al. 2002). Of these 866 cases, gemfibrozil was used concomitantly
with a statin in 384 cases. The y-axis values indicate the percentage of statin-related cases of
rhabdomyolysis involving concomitant use of gemfibrozil of all statin-related cases of rhabdomyolysis,
and the x-axis values indicate the percentage of the mean increase in statin AUC by gemfibrozil (Studies
I-IV). *) No cases of statin-related rhabdomyolysis were observed with fluvastatin, and the percentage
of cases involving concomitant use of gemfibrozil appear as zero. Of atorvastatin-related cases of
rhabdomyolysis, 12% involved concomitant use of gemfibrozil (pharmacokinetic interaction unknown).
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If the elevated plasma level of HMG-CoA reductase inhibitor is a factor in the risk for myopathy and
rhabdomyolysis, it follows that the risk for myopathy is lower in combinations of fibrate and statin that
lack a pharmacokinetic interaction. However, the observed increases in statin plasma concentrations by
gemfibrozil may also explain the effectiveness of the statin-gemfibrozil combination in clinical trials in
the treatment of dyslipidemia (Wierzbicki et al. 2003). The clinical effects of an elevated statin plasma
level due to a pharmacokinetic interaction may be comparable to the clinical effects of using higher
doses of statin (Jones et al. 1998; Yeo et al. 1999; White 2002; Jones et al. 2003). However, because
gemfibrozil inhibits OATP-C-mediated statin uptake into hepatocytes (Schneck et al. 2004), the
resulting statin concentration in the liver, which is the target organ of statins, may differ from plasma
statin concentrations. Theoretically, gemfibrozil may even reduce the concentrations of some statins in
the liver by blocking their active uptake via OATP-C while simultaneously increasing statin
concentrations in plasma. This, however, seems unlikely as clinical trials indicate that the statin-
gemfibrozil combination is highly effective (Athyros et al. 1997; Zambon et al. 1999; Vergoulas et al.
2000).
As a class, statins are very safe overall and exhibit a favourable effect on all-cause mortality in the
treatment of hypercholesterolemia (Shepherd et al. 1995; HPS-Collaborative-Group 2002). Because
bezafibrate and fenofibrate, in contrast to gemfibrozil, have not been shown to affect the
pharmacokinetics of statins, one may prefer them to gemfibrozil when the statin-fibrate combination is
indicated. However, because the lack of a pharmacokinetic interaction does not preclude the lack of a
pharmacodynamic interaction, the maximal dose of statin can be lowered when statins are used
together with fibrates. Overall, care should be taken when fibrates and statins are used concomitantly,
and this especially applies if gemfibrozil is combined with a statin.
5. Effects of rifampicin on pharmacokinetics of simvastatin and pravastatin
Simvastatin
The five-day pretreatment with rifampicin lowered simvastatin AUC by 56% to 94%, and simvastatin
acid by 82% to 97% (Study V). This means that a substantial interaction was observed in all subjects.
The main mechanism of the interaction is most probably the induction of CYP3A4 in the intestinal
wall and the liver. CYP3A4 is expressed in the intestine and liver (Kivistö et al. 1996); simvastatin and
simvastatin acid are substrates of CYP3A4 (Prueksaritanont et al. 2003), and rifampicin induces
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CYP3A4 (Backman et al. 1996; Fromm et al. 1996; Holtbecker et al. 1996). The elimination half-life of
simvastatin or simvastatin acid by rifampicin remained unchanged. This suggests that the interaction
occurred during first pass rather than during elimination. It is also possible that rifampicin induced the
expression of some transport protein, such as P-gp (Greiner et al. 1999), thus contributing to the
mechanism of the interaction. Simvastatin may be a substrate for P-gp as is lovastatin (Kim et al. 1999).
Rifampicin lowered the concentrations of simvastatin acid more than simvastatin itself (Study V). This
implies that, besides the induction of simvastatin metabolism, the metabolism of simvastatin acid was
also induced.
In a recent study, 600 mg daily of another CYP3A4 inducer, carbamazepine for two weeks lowered the
AUC of simvastatin and of simvastatin acid by 75% and 82%, respectively (Ucar et al. 2004). As with
rifampicin, the change was greater with simvastatin acid than with simvastatin, but carbamazepine also
shortened the elimination half-life of simvastatin acid from 5.9 hours to 3.7 hours. The herbal product
St John’s wort is an inducer of CYP3A4 as well as of P-gp. A 14-day pretreatment with St John’s wort
reduced the AUC of simvastatin and of simvastatin acid by 34% and 52%, respectively, but left the
elimination half-life unchanged (Sugimoto et al. 2001). Of these three inducers, rifampicin seems to
induce the metabolism of simvastatin most potently.
Pravastatin
The effect of rifampicin on pravastatin pharmacokinetics differed considerably from the effect of the
same pretreatment on simvastatin pharmacokinetics. Although the mean AUC of pravastatin decreased
by 31%, substantial interindividual variation existed. AUC was more than halved in five subjects, but
actually increased in three subjects.
Although the induction of CYP3A4 by rifampicin is probably a major determinant in its
pharmacokinetic interaction with simvastatin, induction of CYP3A4 or P-gp is not a plausible
mechanism in the interaction with pravastatin, as pravastatin is a substrate of neither P-gp nor of
CYP3A4 (Jacobsen et al. 1999a; Sakaeda et al. 2002). On the other hand, pravastatin is a substrate of
OATP-C and of MRP2 (Yamazaki et al. 1997; Hsiang et al. 1999), and rifampicin can at least induce
MRP2 (Fromm et al. 2000). Fromm and colleagues found that rifampicin induced duodenal MRP2
expression in 10 of 16 subjects (Fromm et al. 2000), and in Study VI, rifampicin reduced the AUC of
pravastatin in 7 of 10 subjects. However, the increase in AUC during the rifampicin phase in some
subjects might also be due to the inherent intraindividual variability of pravastatin.
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The same pretreatment with St John’s wort that reduced simvastatin AUC did not significantly affect
pravastatin pharmacokinetics (Sugimoto et al. 2001). This is consistent with the results of our induction
studies on simvastatin and pravastatin, and confirms that pravastatin is less susceptible to induction of
metabolism than is simvastatin.
6. Clinical relevance of the results with rifampicin
When assessing the effects of induction of drug metabolism on statin pharmacokinetics, it is useful to
remember a rule of thumb: that a doubling in statin dose will further reduce blood cholesterol levels by
about 5% (Olsson 2001; White 2002), and by analogy the halving of a statin dose (comparable to a drop
in AUC of 50%) will reduce the cholesterol lowering effect by the same amount. For instance, as little
as 1 mg of rosuvastatin provides over half the beneficial effect of an 80 mg dose of rosuvastatin
(Olsson 2001). In a patient using both simvastatin and the CYP-inducer phenytoin (325 mg daily), the
cholesterol-lowering effect of simvastatin was substantially reduced, raising total plasma cholesterol
from below 10 mmol/l before and after phenytoin to 16 mmol/l during phenytoin treatment (Murphy
and Dominiczak 1999).
In a meta-analysis of the large statin trials, each 10% reduction in blood-cholesterol level was associated
with a 15% drop in the risk for coronary artery disease mortality, and an 11% drop in total mortality
(Gould et al. 1998). However, the inducing effects resulting from pharmacokinetic interactions are
often temporary, and even though a reduction in blood cholesterol levels is probable, effects on
mortality are impossible to forecast on the basis of statin AUC-values alone. On the other hand,
induction of drug metabolism, for example can last for several years in long-term treatment with
antiepileptics that induce CYP enzymes. If the statin dose is raised to compensate for reduction in
AUC, and the dosage is not returned to baseline, exposure to statins may increase when the effects of
induction wear off. According to the results of Study V, the AUC of simvastatin acid increases on
average 14-fold when the effects of induction wear off.
It appears that simvastatin (Study V) is more susceptible to enzyme induction by rifampicin than are
atorvastatin (Backman et al. 2002), fluvastatin (Jokubaitis 1994) or pravastatin (Study VI). The effect of
rifampicin on pravastatin pharmacokinetics seems to be the smallest of these statins. Because the
pharmacokinetic profile of lovastatin is similar to that of simvastatin (Vickers et al. 1990b; Lennernäs
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and Fager 1997), the effects of rifampicin on the pharmacokinetics of lovastatin and simvastatin are
probably of the same magnitude. And since the pharmacokinetic profile of pravastatin is similar to that
of rosuvastatin (Igel et al. 2002; White 2002), the effects of rifampicin on the pharmacokinetics of
pravastatin and rosuvastatin are likely also of the same magnitude.
When potent inducers of CYP enzymes are used with statins, the loss off statin efficacy is best taken
into account when choosing the appropriate statin and dosage. When the effects of induction wear off,
the plasma concentrations of for instance simvastatin acid may increase by a factor of 10. It therefore
seems sensible to refrain from using simvastatin or lovastatin with potent inducers of CYP3A4, such as
rifampicin. If the statin dose is increased due to induction of statin metabolism, care is warranted when
the effects of induction wear off.
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CONCLUSIONS
The following conclusions can be drawn on the basis of the results from studies I to VI:
1. Gemfibrozil increases plasma concentrations of cerivastatin, lovastatin acid, simvastatin acid, and
pravastatin. On average, cerivastatin is most susceptible to interaction with gemfibrozil, while
pravastatin is least affected. All of these interactions are clinically significant, which means that the
interaction must be taken into consideration when choosing the most appropriate drug and dose
for the statin-fibrate combination. A larger pharmacokinetic interaction due to gemfibrozil also
seems related to a higher risk for rhabdomyolysis, than with a smaller interaction.
2. On the basis of in vitro results and the changes of the concentrations of statin metabolites caused by
gemfibrozil, the mechanism of the gemfibrozil-associated interactions seems unrelated to inhibition
of CYP3A4. On the other hand, inhibition of CYP2C8 and drug transporting proteins may play a
role in the interactions.
3. Bezafibrate exhibits no clinically significant pharmacokinetic interaction with lovastatin. Therefore
fibrates seem to differ in their propensity to cause pharmacokinetic interactions when taken with a
statin. The use of bezafibrate in concomitant treatment with statins may be associated with a lower
risk for myopathy than is the use of gemfibrozil with statins, although the possibility of a
pharmacodynamic interaction remains.
4. Rifampicin, and probably other potent inducers of CYP3A4 as well, greatly reduces plasma
concentrations and probably the effects of simvastatin also. The effect of rifampicin on pravastatin
is relatively small and highly variable. If long-term treatment with rifampicin or other potent
inducers of CYP3A4 is needed, the loss of effect is probably less for pravastatin than for
simvastatin. Therefore pravastatin may be used in favour of simvastatin in concomitant treatment
with rifampicin or other potent inducers of CYP3A4.
71
ACKNOWLEDGEMENTS
This work was carried out at the department of Clinical Pharmacology, University of Helsinki, during
the years 1999-2004. I am grateful to all those who have helped me in some way during this period.
I am especially grateful to my supervisor, professor Pertti Neuvonen. It is a priviledge to have been
given the opportunity to be a part of the excellent and yet cosy research group that he has created. I
respect his dedication to his work and his considerate and down-to-earth manner. His lifelong work in
the field of clinical pharmacology is highly impressive.
I am very grateful to my other supervisor, docent Janne Backman. He has taught me much of what I
know about pharmacokinetics and statistics, and his wide knowledge of the field is also impressive. He
has also been very important in carrying out the studies, and I value his input during the writing of this
thesis.
Docents Arja Rautio and Reijo Laaksonen deserve my warm thanks for their valuabe review and
constructive and insightful comments. I am thankful to Steven Stalter for editing the language of this
thesis.
I express my sincere thanks to Jouko Laitila and Mikko Neuvonen for their skillful mass spectrometric
determinations of drug concentrations. Kerttu Mårtenson, Lisbet Partanen, and Eija Mäkinen-Pulli are
warmly acknowledged for their skillfull technical assistance. Without their efforts, this work would not
have been possible.
I wish to thank all my colleagues at the Department of Clinical Pharmacology: Kati Ahonen, Samuel
Fanta, Marika Granfors, Tiina Jaakkola, Laura Juntti-Patinen, Mika Jokinen, Lauri Kajosaari, Teemu
Kantola, Marjo Karjalainen, Kari Kivistö, Matti Kivikko, Aino Koskinen, Jari Lilja, Lasse Lehtonen,
Harri Luurila, Heli Malm, Mikko Niemi, Marja Pasanen, Kari Raaska, Tuure Saarinen, Aleksi Tornio,
Tiina Varis, Kirsti Villikka, Jung-Sheng Wang and Xia Wen. I especially wish to thank Tuija Itkonen for
her help in many practical matters.
This work was financially supported by the Clinical Drug Research Graduate School, Nylands Nation,
Finska Läkaresällskapet, Wilhelm och Else Stockmanns Stiftelse, Duodecim, the Biomedicum Helsinki
Foundation, the Aili and Aarne Turunen Foundation and the Orion Research Foundation, all of which
are gratefully acknowledged.
These acknowledgements would be lacking if I failed to mention some friends that have been so
important to me during these years. Initially, I wanted to make a list of people that deserve special
thanks, but I hope these general words suffice. I am obviously very thankful to my outgoing and
talented friends at Biomedicum - I value the time you have given me. I also greatly appreciate the time I
have spent with my core buddies (initially) from Cursus Narcissus, and hope that we will continue to be
able to spend time together. I am truly grateful to my IB-friends for being my most important and
longest-lasting friends outside medical school; it is a privilege to know you. I am especially grateful to
all you Haartmanellas, as well as all the members of our PJTJ club and “crisis” group, and to my best
neighbours.
Finally, I am always grateful to my family: Mum, Dad and Ami, for knowing that I can always count on
you and that you always care. Thank you.
Helsinki 23.5.2004
Carl Kyrklund
72
REFERENCES
Abshagen, U., S. Sporl-Radun and J. Marinow (1980). "Steady-state kinetics of bezafibrate and clofibrate in healthy
female volunteers." Eur J Clin Pharmacol 17(4): 305-8.
Acocella, G. (1978). "Clinical pharmacokinetics of rifampicin." Clin Pharmacokinet 3(2): 108-27.
Ahmad, S. (1991). "Gemfibrozil: interaction with glyburide." South Med J 84(1): 102.
Ahonen, J., K. T. Olkkola, M. Salmenperä, M. Hynynen and P. J. Neuvonen (1996). "Effect of diltiazem on midazolam
and alfentanil disposition in patients undergoing coronary artery bypass grafting." Anesthesiology 85(6): 1246-52.
Andrejak, M., V. Gras, Z. A. Massy and J. Caron (2003). "Adverse effects of statins." Therapie 58(1): 77-83.
Angulo, P. (2002). "Nonalcoholic fatty liver disease." N Engl J Med 346(16): 1221-31.
Anonymous (1997). "Rhabdomyolysis seen with simvastatin 160 mg." Reactions(653): 2.
Araya, Z. and K. Wikvall (1999). "6alpha-hydroxylation of taurochenodeoxycholic acid and lithocholic acid by
CYP3A4 in human liver microsomes." Biochim Biophys Acta 1438(1): 47-54.
Arnadottir, M., L. O. Eriksson, H. Thysell and J. D. Karkas (1993). "Plasma concentration profiles of simvastatin 3-
hydroxy-3-methyl-glutaryl-coenzyme A reductase inhibitory activity in kidney transplant recipients with and without
ciclosporin." Nephron 65(3): 410-3.
Athyros, V. G., A. A. Papageorgiou, V. V. Athyrou, D. S. Demitriadis and A. G. Kontopoulos (2002). "Atorvastatin and
micronized fenofibrate alone and in combination in type 2 diabetes with combined hyperlipidemia." Diabetes Care
25(7): 1198-202.
Athyros, V. G., A. A. Papageorgiou, H. A. Hatzikonstandinou, T. P. Didangelos, M. V. Carina, D. F. Kranitsas and A.
G. Kontopoulos (1997). "Safety and efficacy of long-term statin-fibrate combinations in patients with refractory familial
combined hyperlipidemia." Am J Cardiol 80(5): 608-13.
ATPIII (2001). "Executive Summary of The Third Report of The National Cholesterol Education Program (NCEP)
Expert Panel on Detection, Evaluation, And Treatment of High Blood Cholesterol In Adults (Adult Treatment Panel
III)." JAMA 285(19): 2486-97.
Ayrton, A. and P. Morgan (2001). "Role of transport proteins in drug absorption, distribution and excretion."
Xenobiotica 31(8-9): 469-97.
Azie, N. E., D. C. Brater, P. A. Becker, D. R. Jones and S. D. Hall (1998). "The interaction of diltiazem with lovastatin
and pravastatin." Clin Pharmacol Ther 64(4): 369-77.
Back, D. J. and J. F. Tjia (1991). "Comparative effects of the antimycotic drugs ketoconazole, fluconazole, itraconazole
and terbinafine on the metabolism of cyclosporin by human liver microsomes." Br J Clin Pharmacol 32(5): 624-6.
Backman, J. T., L. I. Kajosaari, M. Neuvonen and P. J. Neuvonen (2003). "Trimethoprim increases the plasma
concentrations of cerivastatin by inhibiting its CYP2C8-mediated metabolism." 8th European ISSX meeting 35(suppl.
1): 62.
Backman, J. T., H. Luurila, M. Neuvonen and P. J. Neuvonen (2002). "Rifampicin markedly decreases the
concentrations of atorvastatin and its metabolites." 18th European workshop on drug metabolism: 83.
Backman, J. T., K. T. Olkkola and P. J. Neuvonen (1996a). "Rifampin drastically reduces plasma concentrations and
effects of oral midazolam." Clin Pharmacol Ther 59(1): 7-13.
Backman, J. T., K. T. Olkkola, M. Ojala, H. Laaksovirta and P. J. Neuvonen (1996b). "Concentrations and effects of
oral midazolam are greatly reduced in patients treated with carbamazepine or phenytoin." Epilepsia 37(3): 253-7.
73
Baes, M., T. Gulick, H. S. Choi, M. G. Martinoli, D. Simha and D. D. Moore (1994). "A new orphan member of the
nuclear hormone receptor superfamily that interacts with a subset of retinoic acid response elements." Mol Cell Biol
14(3): 1544-51.
Bailey, D. G., J. Malcolm, O. Arnold and J. D. Spence (1998). "Grapefruit juice-drug interactions." Br J Clin Pharmacol
46(2): 101-10.
Balk, E. M., J. Lau, L. C. Goudas, H. S. Jordan, B. Kupelnick, L. U. Kim and R. H. Karas (2003). "Effects of statins on
nonlipid serum markers associated with cardiovascular disease: a systematic review." Ann Intern Med 139(8): 670-82.
Ballantyne, C. M., A. Corsini, M. H. Davidson, H. Holdaas, T. A. Jacobson, E. Leitersdorf, W. Marz, J. P. Reckless and
E. A. Stein (2003). "Risk for myopathy with statin therapy in high-risk patients." Arch Intern Med 163(5): 553-64.
Batetta, B., S. Dessi, M. Putzolu, F. Sanna, O. Spano, M. F. Mulas, P. Petruzzo, A. Cappai and G. Brotzu (1999).
"MDR1 gene expression in normal and atherosclerotic human arteries(1)." J Vasc Res 36(4): 261-71.
Batetta, B., M. F. Mulas, P. Petruzzo, M. Putzolu, R. R. Bonatesta, F. Sanna, A. Cappai, G. Brotzu and S. Dessi (2001).
"Opposite pattern of MDR1 and caveolin-1 gene expression in human atherosclerotic lesions and proliferating human
smooth muscle cells." Cell Mol Life Sci 58(8): 1113-20.
Becquemont, L., S. Mouajjah, O. Escaffre, P. Beaune, C. Funck-Brentano and P. Jaillon (1999). "Cytochrome P-450
3A4 and 2C8 are involved in zopiclone metabolism." Drug Metab Dispos 27(9): 1068-73.
Bertilsson, G., J. Heidrich, K. Svensson, M. Asman, L. Jendeberg, M. Sydow-Backman, R. Ohlsson, H. Postlind, P.
Blomquist and A. Berkenstam (1998). "Identification of a human nuclear receptor defines a new signaling pathway for
CYP3A induction." Proc Natl Acad Sci U S A 95(21): 12208-13.
Bertz, R. J. and G. R. Granneman (1997). "Use of in vitro and in vivo data to estimate the likelihood of metabolic
pharmacokinetic interactions." Clin Pharmacokinet 32(3): 210-58.
Bezafibrate-Infarction-Prevention-Study-Group (2000). "Secondary prevention by raising HDL cholesterol and
reducing triglycerides in patients with coronary artery disease: the Bezafibrate Infarction Prevention (BIP) study."
Circulation 102(1): 21-7.
Bidstrup, T. B., I. Björnsdottir, M. S. Thomsen and K. T. Hansen (2001). "CYP2C8 and CYP3A4 are the principle
enzymes involved in the in vitro biotransformation of the insulin secretagogue repaglinide." Pharmacol Toxicol
89(Suppl. 1): 65.
Billecke, S., D. Draganov, R. Counsell, P. Stetson, C. Watson, C. Hsu and B. N. La Du (2000). "Human serum
paraoxonase (PON1) isozymes Q and R hydrolyze lactones and cyclic carbonate esters." Drug Metab Dispos 28(11):
1335-42.
Bischoff, H., R. Angerbauer, M. Broberg and D. Schmidt (1997). "Cerivastatin: high enzyme affinity and active
metabolites contribute to its high pharmacological activity." Atherosclerosis 130(Suppl.): S25.
Bishop-Bailey, D. (2000). "Peroxisome proliferator-activated receptors in the cardiovascular system." Br J Pharmacol
129(5): 823-34.
Boberg, M., R. Angerbauer, P. Fey, W. K. Kanhai, W. Karl, A. Kern, J. Ploschke and M. Radtke (1997). "Metabolism
of cerivastatin by human liver microsomes in vitro. Characterization of primary metabolic pathways and of cytochrome
P450 isozymes involved." Drug Metab Dispos 25(3): 321-31.
Bogman, K., A. K. Peyer, M. Torok, E. Kusters and J. Drewe (2001). "HMG-CoA reductase inhibitors and P-
glycoprotein modulation." Br J Pharmacol 132(6): 1183-92.
Bolego, C., R. Baetta, S. Bellosta, A. Corsini and R. Paoletti (2002). "Safety considerations for statins." Curr Opin
Lipidol 13(6): 637-44.
74
Boyd, R. A., R. H. Stern, B. H. Stewart, X. Wu, E. L. Reyner, E. A. Zegarac, E. J. Randinitis and L. Whitfield (2000).
"Atorvastatin coadministration may increase digoxin concentrations by inhibition of intestinal P-glycoprotein-mediated
secretion." J Clin Pharmacol 40(1): 91-8.
Bradford, R. H., C. L. Shear, A. N. Chremos, C. Dujovne, M. Downton, F. A. Franklin, A. L. Gould, M. Hesney, J.
Higgins, D. P. Hurley, et al. (1991). "Expanded Clinical Evaluation of Lovastatin (EXCEL) study results. I. Efficacy in
modifying plasma lipoproteins and adverse event profile in 8245 patients with moderate hypercholesterolemia." Arch
Intern Med 151(1): 43-9.
Böger, R. H. (2001). "Drug interactions of the statins and consequences for drug selection." Int J Clin Pharmacol Ther
39(9): 369-82.
Campana, C., I. Iacona, M. B. Regazzi, A. Gavazzi, G. Perani, V. Raddato, C. Montemartini and M. Vigano (1995).
"Efficacy and pharmacokinetics of simvastatin in heart transplant recipients." Ann Pharmacother 29(3): 235-9.
Campana, C., M. B. Regazzi, I. Buggia and M. Molinaro (1996). "Clinically significant drug interactions with
cyclosporin. An update." Clin Pharmacokinet 30(2): 141-79.
Carroccio, A., D. Wu and A. I. Cederbaum (1994). "Ethanol increases content and activity of human cytochrome
P4502E1 in a transduced HepG2 cell line." Biochem Biophys Res Commun 203(1): 727-33.
Chang, J. T., L. Green, M. Parks and J. Staffa (2002). Clinical Characteristics of U.S. Cases of Rhabdomyolysis
Associated with Statin Use. ENDO2002: The Endocrine Society 84th Annual meeting, San Francisco, California.
Chang, T. K., G. F. Weber, C. L. Crespi and D. J. Waxman (1993). "Differential activation of cyclophosphamide and
ifosphamide by cytochromes P-450 2B and 3A in human liver microsomes." Cancer Res 53(23): 5629-37.
Chen, C. J., J. E. Chin, K. Ueda, D. P. Clark, I. Pastan, M. M. Gottesman and I. B. Roninson (1986). "Internal
duplication and homology with bacterial transport proteins in the mdr1 (P-glycoprotein) gene from multidrug-resistant
human cells." Cell 47(3): 381-9.
Chen, Z. S., T. Kawabe, M. Ono, S. Aoki, T. Sumizawa, T. Furukawa, T. Uchiumi, M. Wada, M. Kuwano and S. I.
Akiyama (1999). "Effect of multidrug resistance-reversing agents on transporting activity of human canalicular
multispecific organic anion transporter." Mol Pharmacol 56(6): 1219-28.
Cheng, H., M. S. Schwartz, S. Vickers, J. D. Gilbert, R. D. Amin, B. Depuy, L. Liu, J. D. Rogers, S. M. Pond, C. A.
Duncan, et al. (1994). "Metabolic disposition of simvastatin in patients with T-tube drainage." Drug Metab Dispos
22(1): 139-42.
Christians, U., W. Jacobsen and L. C. Floren (1998). "Metabolism and drug interactions of 3-hydroxy-3-methylglutaryl
coenzyme A reductase inhibitors in transplant patients: are the statins mechanistically similar?" Pharmacol Ther 80(1):
1-34.
Combalbert, J., I. Fabre, G. Fabre, I. Dalet, J. Derancourt, J. P. Cano and P. Maurel (1989). "Metabolism of cyclosporin
A. IV. Purification and identification of the rifampicin-inducible human liver cytochrome P-450 (cyclosporin A
oxidase) as a product of P450IIIA gene subfamily." Drug Metab Dispos 17(2): 197-207.
Committee-of-Principal-Investigators (1978). "A co-operative trial in the primary prevention of ischaemic heart disease
using clofibrate. Report from the Committee of Principal Investigators." Br Heart J 40(10): 1069-118.
Coronary-Drug-Project-Research-Group (1975). "Clofibrate and niacin in coronary heart disease." JAMA 231(4): 360-
81.
Court, M. H., S. X. Duan, L. M. Hesse, K. Venkatakrishnan and D. J. Greenblatt (2001). "Cytochrome P-450 2B6 is
responsible for interindividual variability of propofol hydroxylation by human liver microsomes." Anesthesiology
94(1): 110-9.
Daly, A. K. (2003). "Pharmacogenetics of the major polymorphic metabolizing enzymes." Fundam Clin Pharmacol
17(1): 27-41.
75
de Waziers, I., P. H. Cugnenc, C. S. Yang, J. P. Leroux and P. H. Beaune (1990). "Cytochrome P 450 isoenzymes,
epoxide hydrolase and glutathione transferases in rat and human hepatic and extrahepatic tissues." J Pharmacol Exp
Ther 253(1): 387-94.
Dean, M., Y. Hamon and G. Chimini (2001). "The human ATP-binding cassette (ABC) transporter superfamily." J
Lipid Res 42(7): 1007-17.
Desager, J. P. and Y. Horsmans (1996). "Clinical pharmacokinetics of 3-hydroxy-3-methylglutaryl-coenzyme A
reductase inhibitors." Clin Pharmacokinet 31(5): 348-71.
DeVane, C. L., J. L. Donovan, H. L. Liston, J. S. Markowitz, K. T. Cheng, S. C. Risch and L. Willard (2004).
"Comparative CYP3A4 inhibitory effects of venlafaxine, fluoxetine, sertraline, and nefazodone in healthy volunteers." J
Clin Psychopharmacol 24(1): 4-10.
Doostdar, H., M. H. Grant, W. T. Melvin, C. R. Wolf and M. D. Burke (1993). "The effects of inducing agents on
cytochrome P450 and UDP-glucuronyltransferase activities in human HEPG2 hepatoma cells." Biochem Pharmacol
46(4): 629-35.
Douglas, J. G. and M. J. McLeod (1999). "Pharmacokinetic factors in the modern drug treatment of tuberculosis." Clin
Pharmacokinet 37(2): 127-46.
Downton, C. and I. Clark (2003). "Statins--the heart of the matter." Nat Rev Drug Discov 2(5): 343-4.
Duell, P. B., W. E. Connor and D. R. Illingworth (1998). "Rhabdomyolysis after taking atorvastatin with gemfibrozil."
Am J Cardiol 81(3): 368-9.
Duggan, D. E., I. W. Chen, W. F. Bayne, R. A. Halpin, C. A. Duncan, M. S. Schwartz, R. J. Stubbs and S. Vickers
(1989). "The physiological disposition of lovastatin." Drug Metab Dispos 17(2): 166-73.
Duggan, D. E. and S. Vickers (1990). "Physiological disposition of HMG-CoA-reductase inhibitors." Drug Metab Rev
22(4): 333-62.
Dujovne, C. A., A. N. Chremos, J. L. Pool, H. Schnaper, R. H. Bradford, C. L. Shear, J. Higgins, M. Downton, F. A.
Franklin, D. T. Nash, et al. (1991). "Expanded clinical evaluation of lovastatin (EXCEL) study results: IV. Additional
perspectives on the tolerability of lovastatin." Am J Med 91(1B): 25S-30S.
Durrington, P. N., J. Tuomilehto, A. Hamann, D. Kallend and K. Smith (2004). "Rosuvastatin and fenofibrate alone and
in combination in type 2 diabetes patients with combined hyperlipidaemia." Diabetes Res Clin Pract 64(2): 137-51.
Dussault, I., M. Lin, K. Hollister, E. H. Wang, T. W. Synold and B. M. Forman (2001). "Peptide mimetic HIV protease
inhibitors are ligands for the orphan receptor SXR." J Biol Chem 276(36): 33309-12.
Dürr, D., B. Stieger, G. A. Kullak-Ublick, K. M. Rentsch, H. C. Steinert, P. J. Meier and K. Fattinger (2000). "St John's
Wort induces intestinal P-glycoprotein/MDR1 and intestinal and hepatic CYP3A4." Clin Pharmacol Ther 68(6): 598-
604.
East, C., D. W. Bilheimer and S. M. Grundy (1988). "Combination drug therapy for familial combined hyperlipidemia."
Ann Intern Med 109(1): 25-32.
Ecker, G. and P. Chiba (1995). "Structure-activity-relationship studies on modulators of the multidrug transporter P-
glycoprotein--an overview." Wien Klin Wochenschr 107(22): 681-6.
Ehrhardt, M., H. Lindenmaier, J. Burhenne, W. E. Haefeli and J. Weiss (2004). "Influence of lipid lowering fibrates on
P-glycoprotein activity in vitro." Biochem Pharmacol 67(2): 285-92.
Eliav, O., D. Schurr, P. Pfister, Y. Friedlander and E. Leitersdorf (1995). "High-dose fluvastatin and bezafibrate
combination treatment for heterozygous familial hypercholesterolemia." Am J Cardiol 76(2): 76A-79A.
Ellen, R. L. and R. McPherson (1998). "Long-term efficacy and safety of fenofibrate and a statin in the treatment of
combined hyperlipidemia." Am J Cardiol 81(4A): 60B-65B.
76
Endo, A., M. Kuroda and Y. Tsujita (1976). "ML-236A, ML-236B, and ML-236C, new inhibitors of cholesterogenesis
produced by Penicillium citrinium." J Antibiot (Tokyo) 29(12): 1346-8.
Esper, R. J., E. Stein and L. Lemme (1999). Efficacy and safety of cerivastatin/bezafibrate combination therapy for
dyslipidemia. Diabetologia.
Evans, M. and A. Rees (2002). "Effects of HMG-CoA reductase inhibitors on skeletal muscle: are all statins the same?"
Drug Saf 25(9): 649-63.
Everett, D. W., T. J. Chando, G. C. Didonato, S. M. Singhvi, H. Y. Pan and S. H. Weinstein (1991). "Biotransformation
of pravastatin sodium in humans." Drug Metab Dispos 19(4): 740-8.
Farmer, J. A. (2001). "Learning from the cerivastatin experience." Lancet 358(9291): 1383-5.
Farnier, M. (2003). "Combination Therapy with an HMG-CoA Reductase Inhibitor and a Fibric Acid Derivative : A
Critical Review of Potential Benefits and Drawbacks." Am J Cardiovasc Drugs 3(3): 169-78.
Farnier, M. and S. Dejager (2000). "Effect of combined fluvastatin-fenofibrate therapy compared with fenofibrate
monotherapy in severe primary hypercholesterolemia. French Fluvastatin Study Group." Am J Cardiol 85(1): 53-7.
Farnier, M., S. Megnien and G. Turpin (1999). Efficacy and safety of cerivastatin/fenofibrate combination therapy for
hypercholesterolemia. Diabetologia.
Fichtenbaum, C. J. and J. G. Gerber (2002). "Interactions between antiretroviral drugs and drugs used for the therapy of
the metabolic complications encountered during HIV infection." Clin Pharmacokinet 41(14): 1195-211.
Flint, O. P., B. A. Masters, R. E. Gregg and S. K. Durham (1997). "HMG CoA reductase inhibitor-induced myotoxicity:
pravastatin and lovastatin inhibit the geranylgeranylation of low-molecular-weight proteins in neonatal rat muscle cell
culture." Toxicol Appl Pharmacol 145(1): 99-110.
Flockhart, D. A. (1995). "Drug interactions and the cytochrome P450 system. The role of cytochrome P450 2C19." Clin
Pharmacokinet 29 Suppl 1: 45-52.
Frick, M. H., O. Elo, K. Haapa, O. P. Heinonen, P. Heinsalmi, P. Helo, J. K. Huttunen, P. Kaitaniemi, P. Koskinen, V.
Manninen, et al. (1987). "Helsinki Heart Study: primary-prevention trial with gemfibrozil in middle-aged men with
dyslipidemia. Safety of treatment, changes in risk factors, and incidence of coronary heart disease." N Engl J Med
317(20): 1237-45.
Fromm, M. F., D. Busse, H. K. Kroemer and M. Eichelbaum (1996). "Differential induction of prehepatic and hepatic
metabolism of verapamil by rifampin." Hepatology 24(4): 796-801.
Fromm, M. F., K. Eckhardt, S. Li, G. Schanzle, U. Hofmann, G. Mikus and M. Eichelbaum (1997). "Loss of analgesic
effect of morphine due to coadministration of rifampin." Pain 72(1-2): 261-7.
Fromm, M. F., H. M. Kauffmann, P. Fritz, O. Burk, H. K. Kroemer, R. W. Warzok, M. Eichelbaum, W. Siegmund and
D. Schrenk (2000). "The effect of rifampin treatment on intestinal expression of human MRP transporters." Am J Pathol
157(5): 1575-80.
Fruchart, J. C., H. B. Brewer, Jr. and E. Leitersdorf (1998). "Consensus for the use of fibrates in the treatment of
dyslipoproteinemia and coronary heart disease. Fibrate Consensus Group." Am J Cardiol 81(7): 912-7.
Fuhr, U., E. M. Anders, G. Mahr, F. Sorgel and A. H. Staib (1992). "Inhibitory potency of quinolone antibacterial
agents against cytochrome P450IA2 activity in vivo and in vitro." Antimicrob Agents Chemother 36(5): 942-8.
Fujino, H., S. Shimada, I. Yamada, M. Hirano, Y. Tsunenari and J. Kojima (2003). "Studies on the interaction between
fibrates and statins using human hepatic microsomes." Arzneimittelforschung 53(10): 701-7.
Garg, A. and S. M. Grundy (1989). "Gemfibrozil alone and in combination with lovastatin for treatment of
hypertriglyceridemia in NIDDM." Diabetes 38(3): 364-72.
77
Garnett, W. R. (1995). "Interactions with hydroxymethylglutaryl-coenzyme A reductase inhibitors." Am J Health Syst
Pharm 52(15): 1639-45.
Gavish, D., E. Leibovitz, I. Shapira and A. Rubinstein (2000). "Bezafibrate and simvastatin combination therapy for
diabetic dyslipidaemia: efficacy and safety." J Intern Med 247(5): 563-9.
Gebhard, R. L., S. L. Ewing, L. A. Schlasner, D. B. Hunninghake and W. F. Prigge (1991). "Effect of 3-hydroxy-3-
methylglutaryl coenzyme A reductase inhibition on human gut mucosa." Lipids 26(7): 492-4.
Geick, A., M. Eichelbaum and O. Burk (2001). "Nuclear receptor response elements mediate induction of intestinal
MDR1 by rifampin." J Biol Chem 276(18): 14581-7.
Gerloff, T., B. Stieger, B. Hagenbuch, J. Madon, L. Landmann, J. Roth, A. F. Hofmann and P. J. Meier (1998). "The
sister of P-glycoprotein represents the canalicular bile salt export pump of mammalian liver." J Biol Chem 273(16):
10046-50.
Girardin, E., T. Vial, E. Pham and J. C. Evreux (1992). "[Hypoglycemia induced by oral hypoglycemic agents. Records
of the French Regional Pharmacovigilance Centers 1985-1990]." Ann Med Interne (Paris) 143(1): 11-7.
Goa, K. L., L. B. Barradell and G. L. Plosker (1996). "Bezafibrate. An update of its pharmacology and use in the
management of dyslipidaemia." Drugs 52(5): 725-53.
Goldstein, J. A. (2001). "Clinical relevance of genetic polymorphisms in the human CYP2C subfamily." Br J Clin
Pharmacol 52(4): 349-55.
Goldstein, J. L. and M. S. Brown (1990). "Regulation of the mevalonate pathway." Nature 343(6257): 425-30.
Goodwin, B., M. R. Redinbo and S. A. Kliewer (2002). "Regulation of cyp3a gene transcription by the pregnane x
receptor." Annu Rev Pharmacol Toxicol 42: 1-23.
Gould, A. L., J. E. Rossouw, N. C. Santanello, J. F. Heyse and C. D. Furberg (1998). "Cholesterol reduction yields
clinical benefit: impact of statin trials." Circulation 97(10): 946-52.
Greiner, B., M. Eichelbaum, P. Fritz, H. P. Kreichgauer, O. von Richter, J. Zundler and H. K. Kroemer (1999). "The
role of intestinal P-glycoprotein in the interaction of digoxin and rifampin." J Clin Invest 104(2): 147-53.
Guengerich, F. P. (1996). "In vitro techniques for studying drug metabolism." J Pharmacokinet Biopharm 24(5): 521-
33.
Guengerich, F. P. (2000). "Metabolism of chemical carcinogens." Carcinogenesis 21(3): 345-51.
Guijarro, C., L. M. Blanco-Colio, M. Ortego, C. Alonso, A. Ortiz, J. J. Plaza, C. Diaz, G. Hernandez and J. Egido
(1998). "3-Hydroxy-3-methylglutaryl coenzyme a reductase and isoprenylation inhibitors induce apoptosis of vascular
smooth muscle cells in culture." Circ Res 83(5): 490-500.
Gullestad, L., K. P. Nordal, K. J. Berg, H. Cheng, M. S. Schwartz and S. Simonsen (1999). "Interaction between
lovastatin and cyclosporine A after heart and kidney transplantation." Transplant Proc 31(5): 2163-5.
Guo, G. L., D. R. Johnson and C. D. Klaassen (2002a). "Postnatal expression and induction by pregnenolone-16alpha-
carbonitrile of the organic anion-transporting polypeptide 2 in rat liver." Drug Metab Dispos 30(3): 283-8.
Guo, G. L., J. Staudinger, K. Ogura and C. D. Klaassen (2002b). "Induction of rat organic anion transporting
polypeptide 2 by pregnenolone-16alpha-carbonitrile is via interaction with pregnane X receptor." Mol Pharmacol 61(4):
832-9.
Ha, H. R., K. M. Rentsch, J. Kneer and D. J. Vonderschmitt (1993). "Determination of midazolam and its alpha-
hydroxy metabolite in human plasma and urine by high-performance liquid chromatography." Ther Drug Monit 15(4):
338-43.
78
Hagenbuch, B. and P. J. Meier (1994). "Molecular cloning, chromosomal localization, and functional characterization
of a human liver Na+/bile acid cotransporter." J Clin Invest 93(3): 1326-31.
Hagenbuch, B. and P. J. Meier (2003). "The superfamily of organic anion transporting polypeptides." Biochim Biophys
Acta 1609(1): 1-18.
Hagenbuch, B. and P. J. Meier (2004). "Organic anion transporting polypeptides of the OATP/ SLC21 family:
phylogenetic classification as OATP/ SLCO superfamily, new nomenclature and molecular/functional properties."
Pflugers Arch 447(5): 653-65.
Hagenbuch, B., B. F. Scharschmidt and P. J. Meier (1996). "Effect of antisense oligonucleotides on the expression of
hepatocellular bile acid and organic anion uptake systems in Xenopus laevis oocytes." Biochem J 316 ( Pt 3): 901-4.
Hakkola, J., E. Tanaka and O. Pelkonen (1998). "Developmental expression of cytochrome P450 enzymes in human
liver." Pharmacol Toxicol 82(5): 209-17.
Hamelin, B. A. and J. Turgeon (1998). "Hydrophilicity/lipophilicity: relevance for the pharmacology and clinical
effects of HMG-CoA reductase inhibitors." Trends Pharmacol Sci 19(1): 26-37.
Hamilton-Craig, I. (2001). "Statin-associated myopathy." Med J Aust 175(9): 486-9.
Hare, C. B., M. P. Vu, C. Grunfeld and H. W. Lampiris (2002). "Simvastatin-nelfinavir interaction implicated in
rhabdomyolysis and death." Clin Infect Dis 35(10): e111-2.
Hedman, M., P. J. Neuvonen, M. Neuvonen, C. Holmberg and M. Antikainen (2004). "Pharmacokinetics and
pharmacodynamics of pravastatin in pediatric and adolescent cardiac transplant recipients on a regimen of triple
immunosuppression." Clin Pharmacol Ther 75(1): 101-9.
Hendriks, F., J. P. Kooman and F. M. van der Sande (2001). "Massive rhabdomyolysis and life threatening
hyperkalaemia in a patient with the combination of cerivastatin and gemfibrozil." Nephrol Dial Transplant 16(12):
2418-9.
Hengy, H. and E. U. Kölle (1985). "Determination of gemfibrozil in plasma by high performance liquid
chromatography." Arzneimittelforschung 35(11): 1637-9.
Henwood, J. M. and R. C. Heel (1988). "Lovastatin. A preliminary review of its pharmacodynamic properties and
therapeutic use in hyperlipidaemia." Drugs 36(4): 429-54.
Hesse, L. M., K. Venkatakrishnan, M. H. Court, L. L. von Moltke, S. X. Duan, R. I. Shader and D. J. Greenblatt (2000).
"CYP2B6 mediates the in vitro hydroxylation of bupropion: potential drug interactions with other antidepressants."
Drug Metab Dispos 28(10): 1176-83.
Hodel, C. (2002). "Myopathy and rhabdomyolysis with lipid-lowering drugs." Toxicol Lett 128(1-3): 159-68.
Holtbecker, N., M. F. Fromm, H. K. Kroemer, E. E. Ohnhaus and H. Heidemann (1996). "The nifedipine-rifampin
interaction. Evidence for induction of gut wall metabolism." Drug Metab Dispos 24(10): 1121-3.
Honkakoski, P., T. Sueyoshi and M. Negishi (2003). "Drug-activated nuclear receptors CAR and PXR." Ann Med
35(3): 172-82.
Hoppu, K., O. Koskimies, C. Holmberg and E. L. Hirvisalo (1991). "Evidence for pre-hepatic metabolism of oral
cyclosporine in children." Br J Clin Pharmacol 32(4): 477-81.
HPS-Collaborative-Group (2002). "MRC/BHF Heart Protection Study of cholesterol lowering with simvastatin in
20,536 high-risk individuals: a randomised placebo-controlled trial." Lancet 360(9326): 7-22.
Hsiang, B., Y. Zhu, Z. Wang, Y. Wu, V. Sasseville, W. P. Yang and T. G. Kirchgessner (1999). "A novel human
hepatic organic anion transporting polypeptide (OATP2). Identification of a liver-specific human organic anion
transporting polypeptide and identification of rat and human hydroxymethylglutaryl-CoA reductase inhibitor
transporters." J Biol Chem 274(52): 37161-8.
79
Hsu, I., S. A. Spinler and N. E. Johnson (1995). "Comparative evaluation of the safety and efficacy of HMG-CoA
reductase inhibitor monotherapy in the treatment of primary hypercholesterolemia." Ann Pharmacother 29(7-8): 743-59.
Hsyu, P. H., M. D. Schultz-Smith, J. H. Lillibridge, R. H. Lewis and B. M. Kerr (2001). "Pharmacokinetic interactions
between nelfinavir and 3-hydroxy-3-methylglutaryl coenzyme A reductase inhibitors atorvastatin and simvastatin."
Antimicrob Agents Chemother 45(12): 3445-50.
Hutchesson, A. C., A. Moran and A. F. Jones (1994). "Dual bezafibrate-simvastatin therapy for combined
hyperlipidaemia." J Clin Pharm Ther 19(6): 387-9.
Huttunen, J. K., O. P. Heinonen, V. Manninen, P. Koskinen, T. Hakulinen, L. Teppo, M. Mänttäri and M. H. Frick
(1994). "The Helsinki Heart Study: an 8.5-year safety and mortality follow-up." J Intern Med 235(1): 31-9.
Igel, M., T. Sudhop and K. von Bergmann (2002). "Pharmacology of 3-hydroxy-3-methylglutaryl-coenzyme A
reductase inhibitors (statins), including rosuvastatin and pitavastatin." J Clin Pharmacol 42(8): 835-45.
Iliadis, E. A. and R. S. Rosenson (1999). "Long-term safety of pravastatin-gemfibrozil therapy in mixed
hyperlipidemia." Clin Cardiol 22(1): 25-8.
Ingelman-Sundberg, M. (2002). "Polymorphism of cytochrome P450 and xenobiotic toxicity." Toxicology 181-182:
447-52.
Ito, K., T. Iwatsubo, S. Kanamitsu, K. Ueda, H. Suzuki and Y. Sugiyama (1998). "Prediction of pharmacokinetic
alterations caused by drug-drug interactions: metabolic interaction in the liver." Pharmacol Rev 50(3): 387-412.
Jacobsen, W., G. Kirchner, K. Hallensleben, L. Mancinelli, M. Deters, I. Hackbarth, K. Baner, L. Z. Benet, K. F.
Sewing and U. Christians (1999a). "Small intestinal metabolism of the 3-hydroxy-3-methylglutaryl-coenzyme A
reductase inhibitor lovastatin and comparison with pravastatin." J Pharmacol Exp Ther 291(1): 131-9.
Jacobsen, W., G. Kirchner, K. Hallensleben, L. Mancinelli, M. Deters, I. Hackbarth, L. Z. Benet, K. F. Sewing and U.
Christians (1999b). "Comparison of cytochrome P-450-dependent metabolism and drug interactions of the 3-hydroxy-3-
methylglutaryl-CoA reductase inhibitors lovastatin and pravastatin in the liver." Drug Metab Dispos 27(2): 173-9.
Jemal, M., S. Rao, I. Salahudeen, B. C. Chen and R. Kates (1999). "Quantitation of cerivastatin and its seven acid and
lactone biotransformation products in human serum by liquid chromatography-electrospray tandem mass spectrometry."
J Chromatogr B Biomed Sci Appl 736(1-2): 19-41.
Jokubaitis, L. A. (1994). "Updated clinical safety experience with fluvastatin." Am J Cardiol 73(14): 18D-24D.
Jones, P., S. Kafonek, I. Laurora and D. Hunninghake (1998). "Comparative dose efficacy study of atorvastatin versus
simvastatin, pravastatin, lovastatin, and fluvastatin in patients with hypercholesterolemia (the CURVES study)." Am J
Cardiol 81(5): 582-7.
Jones, P. H., M. H. Davidson, E. A. Stein, H. E. Bays, J. M. McKenney, E. Miller, V. A. Cain and J. W. Blasetto
(2003). "Comparison of the efficacy and safety of rosuvastatin versus atorvastatin, simvastatin, and pravastatin across
doses (STELLAR* Trial)." Am J Cardiol 92(2): 152-60.
Jones, T. E. (1997). "The use of other drugs to allow a lower dosage of cyclosporin to be used. Therapeutic and
pharmacoeconomic considerations." Clin Pharmacokinet 32(5): 357-67.
Kajosaari, L. I., J. T. Backman, M. Neuvonen, J. Laitila and P. J. Neuvonen (2004). "Lack of effect of bezafibrate and
fenofibrate on the pharmacokinetics and pharmacodynamics of repaglinide." Br J Clin Pharmacol(in press).
Kantola, T., J. T. Backman, M. Niemi, K. T. Kivisto and P. J. Neuvonen (2000). "Effect of fluconazole on plasma
fluvastatin and pravastatin concentrations." Eur J Clin Pharmacol 56(3): 225-9.
Kantola, T., K. T. Kivistö and P. J. Neuvonen (1998a). "Erythromycin and verapamil considerably increase serum
simvastatin and simvastatin acid concentrations." Clin Pharmacol Ther 64(2): 177-82.
80
Kantola, T., K. T. Kivistö and P. J. Neuvonen (1998b). "Grapefruit juice greatly increases serum concentrations of
lovastatin and lovastatin acid." Clin Pharmacol Ther 63(4): 397-402.
Kantola, T., K. T. Kivistö and P. J. Neuvonen (1999). "Effect of itraconazole on cerivastatin pharmacokinetics." Eur J
Clin Pharmacol 54(11): 851-5.
Kast, H. R., B. Goodwin, P. T. Tarr, S. A. Jones, A. M. Anisfeld, C. M. Stoltz, P. Tontonoz, S. Kliewer, T. M. Willson
and P. A. Edwards (2002). "Regulation of multidrug resistance-associated protein 2 (ABCC2) by the nuclear receptors
pregnane X receptor, farnesoid X-activated receptor, and constitutive androstane receptor." J Biol Chem 277(4): 2908-
15.
Kauffmann, H. M., S. Pfannschmidt, H. Zoller, A. Benz, B. Vorderstemann, J. I. Webster and D. Schrenk (2002).
"Influence of redox-active compounds and PXR-activators on human MRP1 and MRP2 gene expression." Toxicology
171(2-3): 137-46.
Kehely, A., M. MacMahon, M. Barbir, R. Wray, B. J. Hunt, R. J. Prescott and G. R. Thompson (1995). "Combined
bezafibrate and simvastatin treatment for mixed hyperlipidaemia." QJM 88(6): 421-7.
Kern, A., A. Bader, R. Pichlmayr and K. F. Sewing (1997). "Drug metabolism in hepatocyte sandwich cultures of rats
and humans." Biochem Pharmacol 54(7): 761-72.
Kerr, B. M., K. E. Thummel, C. J. Wurden, S. M. Klein, D. L. Kroetz, F. J. Gonzalez and R. H. Levy (1994). "Human
liver carbamazepine metabolism. Role of CYP3A4 and CYP2C8 in 10,11-epoxide formation." Biochem Pharmacol
47(11): 1969-79.
Kim, R. B. (2002). "Transporters and xenobiotic disposition." Toxicology 181-182: 291-7.
Kim, R. B. (2004). "3-Hydroxy-3-methylglutaryl-coenzyme A reductase inhibitors (statins) and genetic variability
(single nucleotide polymorphisms) in a hepatic drug uptake transporter: what's it all about?" Clin Pharmacol Ther 75(5):
381-5.
Kim, R. B., C. Wandel, B. Leake, M. Cvetkovic, M. F. Fromm, P. J. Dempsey, M. M. Roden, F. Belas, A. K.
Chaudhary, D. M. Roden, et al. (1999). "Interrelationship between substrates and inhibitors of human CYP3A and P-
glycoprotein." Pharm Res 16(3): 408-14.
Kind, A. H., L. J. Zakowski and P. E. McBride (2002). "Rhabdomyolysis from the combination of a statin and
gemfibrozil: an uncommon but serious adverse reaction." WMJ 101(7): 53-6.
King, C. D., G. R. Rios, M. D. Green and T. R. Tephly (2000). "UDP-glucuronosyltransferases." Curr Drug Metab 1(2):
143-61.
Kiortisis, D. N., H. Millionis, E. Bairaktari and M. S. Elisaf (2000). "Efficacy of combination of atorvastatin and
micronised fenofibrate in the treatment of severe mixed hyperlipidemia." Eur J Clin Pharmacol 56(9-10): 631-5.
Kivistö, K. T., G. Bookjans, M. F. Fromm, E. U. Griese, P. Munzel and H. K. Kroemer (1996). "Expression of
CYP3A4, CYP3A5 and CYP3A7 in human duodenal tissue." Br J Clin Pharmacol 42(3): 387-9.
Kivistö, K. T., T. Kantola and P. J. Neuvonen (1998). "Different effects of itraconazole on the pharmacokinetics of
fluvastatin and lovastatin." Br J Clin Pharmacol 46(1): 49-53.
Kliewer, S. A., J. T. Moore, L. Wade, J. L. Staudinger, M. A. Watson, S. A. Jones, D. D. McKee, B. B. Oliver, T. M.
Willson, R. H. Zetterstrom, et al. (1998). "An orphan nuclear receptor activated by pregnanes defines a novel steroid
signaling pathway." Cell 92(1): 73-82.
Klose, T. S., J. A. Blaisdell and J. A. Goldstein (1999). "Gene structure of CYP2C8 and extrahepatic distribution of the
human CYP2Cs." J Biochem Mol Toxicol 13(6): 289-95.
Knauf, H., E. U. Kölle and E. Mutschler (1990). "Gemfibrozil absorption and elimination in kidney and liver disease."
Klin Wochenschr 68(13): 692-8.
81
Knöll, R. W., R. Ciafone and M. Galen (1993). "Rhabdomyolysis and renal failure secondary to combination therapy of
hyperlipidemia with lovastatin and gemfibozil." Conn Med 57(9): 593-4.
Ko, J. W., Z. Desta and D. A. Flockhart (1998). "Human N-demethylation of (S)-mephenytoin by cytochrome P450s
2C9 and 2B6." Drug Metab Dispos 26(8): 775-8.
Kobayashi, D., T. Nozawa, K. Imai, J. Nezu, A. Tsuji and I. Tamai (2003). "Involvement of human organic anion
transporting polypeptide OATP-B (SLC21A9) in pH-dependent transport across intestinal apical membrane." J
Pharmacol Exp Ther 306(2): 703-8.
Kodawara, T., S. Masuda, H. Wakasugi, Y. Uwai, T. Futami, H. Saito, T. Abe and K. Inu (2002). "Organic anion
transporter oatp2-mediated interaction between digoxin and amiodarone in the rat liver." Pharm Res 19(6): 738-43.
Kolars, J. C., W. M. Awni, R. M. Merion and P. B. Watkins (1991). "First-pass metabolism of cyclosporin by the gut."
Lancet 338(8781): 1488-90.
Kolars, J. C., P. Schmiedlin-Ren, J. D. Schuetz, C. Fang and P. B. Watkins (1992). "Identification of rifampin-inducible
P450IIIA4 (CYP3A4) in human small bowel enterocytes." J Clin Invest 90(5): 1871-8.
Krishna, D. R. and U. Klotz (1994). "Extrahepatic metabolism of drugs in humans." Clin Pharmacokinet 26(2): 144-60.
König, J., A. T. Nies, Y. Cui, I. Leier and D. Keppler (1999). "Conjugate export pumps of the multidrug resistance
protein (MRP) family: localization, substrate specificity, and MRP2-mediated drug resistance." Biochim Biophys Acta
1461(2): 377-94.
Laaksonen, R., K. Jokelainen, J. Laakso, T. Sahi, M. Härkönen, M. J. Tikkanen and J. J. Himberg (1996). "The effect of
simvastatin treatment on natural antioxidants in low-density lipoproteins and high-energy phosphates and ubiquinone in
skeletal muscle." Am J Cardiol 77(10): 851-4.
Laaksonen, R., K. Jokelainen, T. Sahi, M. J. Tikkanen and J. J. Himberg (1995). "Decreases in serum ubiquinone
concentrations do not result in reduced levels in muscle tissue during short-term simvastatin treatment in humans." Clin
Pharmacol Ther 57(1): 62-6.
Lamberg, T. S., K. T. Kivistö and P. J. Neuvonen (1998). "Concentrations and effects of buspirone are considerably
reduced by rifampicin." Br J Clin Pharmacol 45(4): 381-5.
Lan, L. B., J. T. Dalton and E. G. Schuetz (2000). "Mdr1 limits CYP3A metabolism in vivo." Mol Pharmacol 58(4):
863-9.
Le Couteur, D. G. and A. J. McLean (1998). "The aging liver. Drug clearance and an oxygen diffusion barrier
hypothesis." Clin Pharmacokinet 34(5): 359-73.
Leaf, D. A., W. E. Connor, D. R. Illingworth, S. P. Bacon and G. Sexton (1989). "The hypolipidemic effects of
gemfibrozil in type V hyperlipidemia. A double-blind, crossover study." JAMA 262(22): 3154-60.
Lehmann, J. M., D. D. McKee, M. A. Watson, T. M. Willson, J. T. Moore and S. A. Kliewer (1998). "The human
orphan nuclear receptor PXR is activated by compounds that regulate CYP3A4 gene expression and cause drug
interactions." J Clin Invest 102(5): 1016-23.
Leitersdorf, E., E. N. Muratti, O. Eliav, V. Meiner, S. Eisenberg, E. J. Dann, E. Sehayek, T. K. Peters and Y. Stein
(1994). "Efficacy and safety of a combination fluvastatin-bezafibrate treatment for familial hypercholesterolemia:
comparative analysis with a fluvastatin-cholestyramine combination." Am J Med 96(5): 401-7.
Lennernäs, H. and G. Fager (1997). "Pharmacodynamics and pharmacokinetics of the HMG-CoA reductase inhibitors.
Similarities and differences." Clin Pharmacokinet 32(5): 403-25.
Levy, Y., R. Leibowitz, M. Aviram, J. G. Brook and U. Cogan (1992). "Reduction of plasma cholesterol by lovastatin
normalizes erythrocyte membrane fluidity in patients with severe hypercholesterolaemia." Br J Clin Pharmacol 34(5):
427-30.
82
Lijnen, P., H. Celis, R. Fagard, J. Staessen and A. Amery (1994). "Influence of cholesterol lowering on plasma
membrane lipids and cationic transport systems." J Hypertens 12(1): 59-64.
Lin, J. H. and A. Y. Lu (1998). "Inhibition and induction of cytochrome P450 and the clinical implications." Clin
Pharmacokinet 35(5): 361-90.
Lindahl, A., R. Sandström, A. L. Ungell and H. Lennernäs (1998). "Concentration- and region-dependent intestinal
permeability of fluvastatin in the rat." J Pharm Pharmacol 50(7): 737-44.
Loos, U., E. Musch, J. C. Jensen, H. K. Schwabe and M. Eichelbaum (1987). "Influence of the enzyme induction by
rifampicin on its presystemic metabolism." Pharmacol Ther 33(1): 201-4.
Lown, K. S., D. G. Bailey, R. J. Fontana, S. K. Janardan, C. H. Adair, L. A. Fortlage, M. B. Brown, W. Guo and P. B.
Watkins (1997). "Grapefruit juice increases felodipine oral availability in humans by decreasing intestinal CYP3A
protein expression." J Clin Invest 99(10): 2545-53.
Lowry, O. H., N. J. Rosebrough, A. L. Farr and R. J. Randall (1951). "Protein measurement with the Folin phenol
reagent." J Biol Chem 193(1): 265-75.
Lozada, A. and C. A. Dujovne (1994). "Drug interactions with fibric acids." Pharmacol Ther 63(2): 163-76.
Läpple, F., O. von Richter, M. F. Fromm, T. Richter, K. P. Thon, H. Wisser, E. U. Griese, M. Eichelbaum and K. T.
Kivistö (2003). "Differential expression and function of CYP2C isoforms in human intestine and liver."
Pharmacogenetics 13(9): 565-75.
Mackenzie, P. I., I. S. Owens, B. Burchell, K. W. Bock, A. Bairoch, A. Belanger, S. Fournel-Gigleux, M. Green, D. W.
Hum, T. Iyanagi, et al. (1997). "The UDP glycosyltransferase gene superfamily: recommended nomenclature update
based on evolutionary divergence." Pharmacogenetics 7(4): 255-69.
Marais, G. E. and K. K. Larson (1990). "Rhabdomyolysis and acute renal failure induced by combination lovastatin and
gemfibrozil therapy." Ann Intern Med 112(3): 228-30.
Martin, G., H. Duez, C. Blanquart, V. Berezowski, P. Poulain, J. C. Fruchart, J. Najib-Fruchart, C. Glineur and B. Staels
(2001). "Statin-induced inhibition of the Rho-signaling pathway activates PPARalpha and induces HDL apoA-I." J Clin
Invest 107(11): 1423-32.
Martin, J. E., A. J. Daoud, T. J. Schroeder and M. R. First (1999). "The clinical and economic potential of cyclosporin
drug interactions." Pharmacoeconomics 15(4): 317-37.
Martin, K., B. Begaud, P. Latry, G. Miremont-Salame, A. Fourrier and N. Moore (2004). "Differences between clinical
trials and postmarketing use." Br J Clin Pharmacol 57(1): 86-92.
Martin, P. D., A. L. Dane, D. W. Schneck and M. J. Warwick (2003). "An open-label, randomized, three-way crossover
trial of the effects of coadministration of rosuvastatin and fenofibrate on the pharmacokinetic properties of rosuvastatin
and fenofibric acid in healthy male volunteers." Clin Ther 25(2): 459-71.
Marzolini, C., E. Paus, T. Buclin and R. B. Kim (2004). "Polymorphisms in human MDR1 (P-glycoprotein): recent
advances and clinical relevance." Clin Pharmacol Ther 75(1): 13-33.
Masica, A. L., N. E. Azie, D. C. Brater, S. D. Hall and D. R. Jones (2000). "Intravenous diltiazem and CYP3A-
mediated metabolism." Br J Clin Pharmacol 50(3): 273-6.
McKenney, J. M. (2002). "New cholesterol guidelines, new treatment challenges." Pharmacotherapy 22(7): 853-63.
McTaggart, F., L. Buckett, R. Davidson, G. Holdgate, A. McCormick, D. Schneck, G. Smith and M. Warwick (2001).
"Preclinical and clinical pharmacology of Rosuvastatin, a new 3-hydroxy-3-methylglutaryl coenzyme A reductase
inhibitor." Am J Cardiol 87(5A): 28B-32B.
McTavish, D. and E. M. Sorkin (1991). "Pravastatin. A review of its pharmacological properties and therapeutic
potential in hypercholesterolaemia." Drugs 42(1): 65-89.
83
Meier, P. J., H. K. Mueller, B. Dick and U. A. Meyer (1983). "Hepatic monooxygenase activities in subjects with a
genetic defect in drug oxidation." Gastroenterology 85(3): 682-92.
Meyer, U. A. (1996). "Overview of enzymes of drug metabolism." J Pharmacokinet Biopharm 24(5): 449-59.
Miettinen, T. A. (1980). "Diurnal variation of LDL and HDL cholesterol." Ann Clin Res 12(6): 295-8.
Mikkaichi, T., T. Suzuki, T. Onogawa, M. Tanemoto, H. Mizutamari, M. Okada, T. Chaki, S. Masuda, T. Tokui, N.
Eto, et al. (2004). "Isolation and characterization of a digoxin transporter and its rat homologue expressed in the
kidney." Proc Natl Acad Sci U S A 101(10): 3569-74.
Miller, D. B. and J. D. Spence (1998). "Clinical pharmacokinetics of fibric acid derivatives (fibrates)." Clin
Pharmacokinet 34(2): 155-62.
Monahan, B. P., C. L. Ferguson, E. S. Killeavy, B. K. Lloyd, J. Troy and L. R. Cantilena, Jr. (1990). "Torsades de
pointes occurring in association with terfenadine use." Jama 264(21): 2788-90.
Monk, J. P. and P. A. Todd (1987). "Bezafibrate. A review of its pharmacodynamic and pharmacokinetic properties,
and therapeutic use in hyperlipidaemia." Drugs 33(6): 539-76.
Moore, L. B., D. J. Parks, S. A. Jones, R. K. Bledsoe, T. G. Consler, J. B. Stimmel, B. Goodwin, C. Liddle, S. G.
Blanchard, T. M. Willson, et al. (2000). "Orphan nuclear receptors constitutive androstane receptor and pregnane X
receptor share xenobiotic and steroid ligands." J Biol Chem 275(20): 15122-7.
Morita, I., I. Sato, L. Ma and S. Murota (1997). "Enhancement of membrane fluidity in cholesterol-poor endothelial
cells pre-treated with simvastatin." Endothelium 5(2): 107-13.
Mousa, O., D. C. Brater, K. J. Sunblad and S. D. Hall (2000). "The interaction of diltiazem with simvastatin." Clin
Pharmacol Ther 67(3): 267-74.
Mudaliar, S. and R. R. Henry (2001). "New oral therapies for type 2 diabetes mellitus: The glitazones or insulin
sensitizers." Annu Rev Med 52: 239-57.
Mulvana, D., M. Jemal and S. C. Pulver (2000). "Quantitative determination of pravastatin and its biotransformation
products in human serum by turbo ion spray LC/MS/MS." J Pharm Biomed Anal 23(5): 851-66.
Murdock, D. K., A. K. Murdock, R. W. Murdock, K. J. Olson, A. M. Frane, M. E. Kersten, D. M. Joyce and S. E.
Gantner (1999). "Long-term safety and efficacy of combination gemfibrozil and HMG-CoA reductase inhibitors for the
treatment of mixed lipid disorders." Am Heart J 138(1 Pt 1): 151-5.
Murphy, M. J. and M. H. Dominiczak (1999). "Efficacy of statin therapy: possible effect of phenytoin." Postgrad Med J
75(884): 359-60.
Mutch, E., A. K. Daly, J. B. Leathart, P. G. Blain and F. M. Williams (2003). "Do multiple cytochrome P450 isoforms
contribute to parathion metabolism in man?" Arch Toxicol 77(6): 313-20.
Mwinyi, J., A. Johne, S. Bauer, I. Roots and T. Gerloff (2004). "Evidence for inverse effects of OATP-C (SLC21A6) 5
and 1b haplotypes on pravastatin kinetics." Clin Pharmacol Ther 75(5): 415-21.
Mück, W. (1998a). "Rational assessment of the interaction profile of cerivastatin supports its low propensity for drug
interactions." Drugs 56(Suppl. 1): 15-23.
Mück, W. (2000a). "Clinical pharmacokinetics of cerivastatin." Clin Pharmacokinet 39(2): 99-116.
Mück, W., R. Frey, S. Unger and B. Voith (2000b). "Pharmacokinetics of cerivastatin when administered under fasted
and fed conditions in the morning or evening." Int J Clin Pharmacol Ther 38(6): 298-303.
84
Mück, W., I. Mai, L. Fritsche, K. Ochmann, G. Rohde, S. Unger, A. Johne, S. Bauer, K. Budde, I. Roots, et al. (1999).
"Increase in cerivastatin systemic exposure after single and multiple dosing in cyclosporine-treated kidney transplant
recipients." Clin Pharmacol Ther 65(3): 251-61.
Mück, W., K. Ochmann, G. Rohde, S. Unger and J. Kuhlmann (1998b). "Influence of erythromycin pre- and co-
treatment on single-dose pharmacokinetics of the HMG-CoA reductase inhibitor cerivastatin." Eur J Clin Pharmacol
53(6): 469-73.
Nakai, D., R. Nakagomi, Y. Furuta, T. Tokui, T. Abe, T. Ikeda and K. Nishimura (2001). "Human liver-specific organic
anion transporter, LST-1, mediates uptake of pravastatin by human hepatocytes." J Pharmacol Exp Ther 297(3): 861-7.
Nebert, D. W. and D. W. Russell (2002). "Clinical importance of the cytochromes P450." Lancet 360(9340): 1155-62.
Negre-Aminou, P., A. K. van Vliet, M. van Erck, G. C. van Thiel, R. E. van Leeuwen and L. H. Cohen (1997).
"Inhibition of proliferation of human smooth muscle cells by various HMG-CoA reductase inhibitors; comparison with
other human cell types." Biochim Biophys Acta 1345(3): 259-68.
Nelson, D. R., T. Kamataki, D. J. Waxman, F. P. Guengerich, R. W. Estabrook, R. Feyereisen, F. J. Gonzalez, M. J.
Coon, I. C. Gunsalus, O. Gotoh, et al. (1993). "The P450 superfamily: update on new sequences, gene mapping,
accession numbers, early trivial names of enzymes, and nomenclature." DNA Cell Biol 12(1): 1-51.
Nelson, D. R., L. Koymans, T. Kamataki, J. J. Stegeman, R. Feyereisen, D. J. Waxman, M. R. Waterman, O. Gotoh, M.
J. Coon, R. W. Estabrook, et al. (1996). "P450 superfamily: update on new sequences, gene mapping, accession
numbers and nomenclature." Pharmacogenetics 6(1): 1-42.
Neuvonen, P. J. and K. M. Jalava (1996). "Itraconazole drastically increases plasma concentrations of lovastatin and
lovastatin acid." Clin Pharmacol Ther 60(1): 54-61.
Neuvonen, P. J., T. Kantola and K. T. Kivistö (1998). "Simvastatin but not pravastatin is very susceptible to interaction
with the CYP3A4 inhibitor itraconazole." Clin Pharmacol Ther 63(3): 332-41.
Niemi, M., J. T. Backman, M. F. Fromm, P. J. Neuvonen and K. T. Kivistö (2003c). "Pharmacokinetic interactions with
rifampicin : clinical relevance." Clin Pharmacokinet 42(9): 819-50.
Niemi, M., J. T. Backman, M. Granfors, J. Laitila, M. Neuvonen and P. J. Neuvonen (2003b). "Gemfibrozil
considerably increases the plasma concentrations of rosiglitazone." Diabetologia 46(10): 1319-23.
Niemi, M., J. T. Backman, M. Neuvonen and P. J. Neuvonen (2003a). "Effects of gemfibrozil, itraconazole, and their
combination on the pharmacokinetics and pharmacodynamics of repaglinide: potentially hazardous interaction between
gemfibrozil and repaglinide." Diabetologia 46(3): 347-51.
Niemi, M., J. B. Leathart, M. Neuvonen, J. T. Backman, A. K. Daly and P. J. Neuvonen (2003d). "Polymorphism in
CYP2C8 is associated with reduced plasma concentrations of repaglinide." Clin Pharmacol Ther 74(4): 380-7.
Nozawa, T., K. Imai, J. Nezu, A. Tsuji and I. Tamai (2004). "Functional characterization of pH-sensitive organic anion
transporting polypeptide OATP-B in human." J Pharmacol Exp Ther 308(2): 438-45.
Obach, R. S., Q. Y. Zhang, D. Dunbar and L. S. Kaminsky (2001). "Metabolic characterization of the major human
small intestinal cytochrome p450s." Drug Metab Dispos 29(3): 347-52.
O'Brien, S. G., P. Meinhardt, E. Bond, J. Beck, B. Peng, C. Dutreix, G. Mehring, S. Milosavljev, C. Huber, R.
Capdeville, et al. (2003). "Effects of imatinib mesylate (STI571, Glivec) on the pharmacokinetics of simvastatin, a
cytochrome p450 3A4 substrate, in patients with chronic myeloid leukaemia." Br J Cancer 89(10): 1855-9.
Olbricht, C., C. Wanner, T. Eisenhauer, V. Kliem, R. Doll, M. Boddaert, P. O'Grady, M. Krekler, B. Mangold and U.
Christians (1997). "Accumulation of lovastatin, but not pravastatin, in the blood of cyclosporine-treated kidney graft
patients after multiple doses." Clin Pharmacol Ther 62(3): 311-21.
Oldemeyer, J. B., R. J. Lund, M. Koch, A. J. Meares and R. Dunlay (2000). "Rhabdomyolysis and acute renal failure
after changing statin-fibrate combinations." Cardiology 94(2): 127-8.
85
Olsson, A. G. (2001). "Statin therapy and reductions in low-density lipoprotein cholesterol: initial clinical data on the
potent new statin Rosuvastatin." Am J Cardiol 87(5A): 33B-36B.
Ong, C. E., S. Coulter, D. J. Birkett, C. R. Bhasker and J. O. Miners (2000). "The xenobiotic inhibitor profile of
cytochrome P4502C8." Br J Clin Pharmacol 50(6): 573-80.
Oscarson, M., R. A. McLellan, V. Asp, M. Ledesma, M. L. Ruiz, B. Sinues, A. Rautio and M. Ingelman-Sundberg
(2002). "Characterization of a novel CYP2A7/CYP2A6 hybrid allele (CYP2A6*12) that causes reduced CYP2A6
activity." Hum Mutat 20(4): 275-83.
Ozdemir, O., M. Boran, V. Gokce, Y. Uzun, B. Kocak and S. Korkmaz (2000). "A case with severe rhabdomyolysis
and renal failure associated with cerivastatin-gemfibrozil combination therapy--a case report." Angiology 51(8): 695-7.
Palmer, C. N., M. H. Hsu, A. S. Muerhoff, K. J. Griffin and E. F. Johnson (1994). "Interaction of the peroxisome
proliferator-activated receptor alpha with the retinoid X receptor alpha unmasks a cryptic peroxisome proliferator
response element that overlaps an ARP-1-binding site in the CYP4A6 promoter." J Biol Chem 269(27): 18083-9.
Pan, H. Y. (1991). "Clinical pharmacology of pravastatin, a selective inhibitor of HMG-CoA reductase." Eur J Clin
Pharmacol 40 Suppl 1: S15-8.
Pan, H. Y., A. R. DeVault, D. Brescia, D. A. Willard, M. E. McGovern, D. B. Whigan and E. Ivashkiv (1993). "Effect
of food on pravastatin pharmacokinetics and pharmacodynamics." Int J Clin Pharmacol Ther Toxicol 31(6): 291-4.
Pan, H. Y., A. R. DeVault, D. Wang-Iverson, E. Ivashkiv, B. N. Swanson and A. A. Sugerman (1990). "Comparative
pharmacokinetics and pharmacodynamics of pravastatin and lovastatin." J Clin Pharmacol 30(12): 1128-35.
Pan, W. J., L. E. Gustavson, R. Achari, M. J. Rieser, X. Ye, C. Gutterman and B. A. Wallin (2000). "Lack of a
clinically significant pharmacokinetic interaction between fenofibrate and pravastatin in healthy volunteers." J Clin
Pharmacol 40(3): 316-23.
Papadakis, J. A., E. S. Ganotakis, I. A. Jagroop, A. F. Winder and D. P. Mikhailidis (1999). "Statin + fibrate
combination therapy fluvastatin with bezafibrate or ciprofibrate in high risk patients with vascular disease." Int J
Cardiol 69(3): 237-44.
Park, J. W., R. Siekmeier, M. Merz, B. Krell, S. Harder, W. Marz, D. Seidel, S. Schuler and W. Gross (2002).
"Pharmacokinetics of pravastatin in heart-transplant patients taking cyclosporin A." Int J Clin Pharmacol Ther 40(10):
439-50.
Pascussi, J. M., S. Gerbal-Chaloin, L. Drocourt, P. Maurel and M. J. Vilarem (2003). "The expression of CYP2B6,
CYP2C9 and CYP3A4 genes: a tangle of networks of nuclear and steroid receptors." Biochim Biophys Acta 1619(3):
243-53.
Pasternak, R. C., S. C. Smith, Jr., C. N. Bairey-Merz, S. M. Grundy, J. I. Cleeman and C. Lenfant (2002).
"ACC/AHA/NHLBI Clinical Advisory on the Use and Safety of Statins." Circulation 106(8): 1024-8.
Patki, K. C., L. L. Von Moltke and D. J. Greenblatt (2003). "In vitro metabolism of midazolam, triazolam, nifedipine,
and testosterone by human liver microsomes and recombinant cytochromes p450: role of cyp3a4 and cyp3a5." Drug
Metab Dispos 31(7): 938-44.
Pauciullo, P., C. Borgnino, R. Paoletti, M. Mariani and M. Mancini (2000). "Efficacy and safety of a combination of
fluvastatin and bezafibrate in patients with mixed hyperlipidaemia (FACT study)." Atherosclerosis 150(2): 429-36.
Pauciullo, P., G. Marotta, P. Rubba, C. Cortese, M. G. Caruso, A. Gnasso, A. Fischetti, C. Motti and M. Mancini
(1990). "Serum lipoproteins, apolipoproteins and very low density lipoprotein subfractions during 6-month fibrate
treatment in primary hypertriglyceridaemia." J Intern Med 228(5): 425-30.
Paulusma, C. C., M. Kool, P. J. Bosma, G. L. Scheffer, F. ter Borg, R. J. Scheper, G. N. Tytgat, P. Borst, F. Baas and R.
P. Oude Elferink (1997). "A mutation in the human canalicular multispecific organic anion transporter gene causes the
Dubin-Johnson syndrome." Hepatology 25(6): 1539-42.
86
Pelkonen, O., J. Mäenpää, P. Taavitsainen, A. Rautio and H. Raunio (1998). "Inhibition and induction of human
cytochrome P450 (CYP) enzymes." Xenobiotica 28(12): 1203-53.
Pelkonen, O., A. Rautio, H. Raunio and M. Pasanen (2000). "CYP2A6: a human coumarin 7-hydroxylase." Toxicology
144(1-3): 139-47.
Petruzzo, P., A. Cappai, G. Brotzu, B. Batetta, M. Putzolu, M. F. Mulas, R. R. Bonatesta, F. Sanna and S. Dessi (2001).
"Lipid metabolism and molecular changes in normal and atherosclerotic vessels." Eur J Vasc Endovasc Surg 22(1): 31-
6.
Pichard, L., I. Fabre, G. Fabre, J. Domergue, B. Saint Aubert, G. Mourad and P. Maurel (1990). "Cyclosporin A drug
interactions. Screening for inducers and inhibitors of cytochrome P-450 (cyclosporin A oxidase) in primary cultures of
human hepatocytes and in liver microsomes." Drug Metab Dispos 18(5): 595-606.
Pichette, V. and F. A. Leblond (2003). "Drug metabolism in chronic renal failure." Curr Drug Metab 4(2): 91-103.
Pierce, L. R., D. K. Wysowski and T. P. Gross (1990). "Myopathy and rhabdomyolysis associated with lovastatin-
gemfibrozil combination therapy." Jama 264(1): 71-5.
Pierno, S., A. De Luca, A. Liantonio, C. Camerino and D. Conte Camerino (1999). "Effects of HMG-CoA reductase
inhibitors on excitation-contraction coupling of rat skeletal muscle." Eur J Pharmacol 364(1): 43-8.
Pirmohamed, M., N. R. Kitteringham and B. K. Park (1994). "The role of active metabolites in drug toxicity." Drug Saf
11(2): 114-44.
Plotkin, E., J. Bernheim, S. Ben-Chetrit, A. Mor and Z. Korzets (2000). "Influenza vaccine--a possible trigger of
rhabdomyolysis induced acute renal failure due to the combined use of cerivastatin and bezafibrate." Nephrol Dial
Transplant 15(5): 740-1.
Projean, D., B. Baune, R. Farinotti, J. P. Flinois, P. Beaune, A. M. Taburet and J. Ducharme (2003). "In vitro
metabolism of chloroquine: identification of CYP2C8, CYP3A4, and CYP2D6 as the main isoforms catalyzing N-
desethylchloroquine formation." Drug Metab Dispos 31(6): 748-54.
Prueksaritanont, T., L. M. Gorham, B. Ma, L. Liu, X. Yu, J. J. Zhao, D. E. Slaughter, B. H. Arison and K. P. Vyas
(1997). "In vitro metabolism of simvastatin in humans [SBT]identification of metabolizing enzymes and effect of the
drug on hepatic P450s." Drug Metab Dispos 25(10): 1191-9.
Prueksaritanont, T., B. Ma and N. Yu (2003). "The human hepatic metabolism of simvastatin hydroxy acid is mediated
primarily by CYP3A, and not CYP2D6." Br J Clin Pharmacol 56(1): 120-4.
Prueksaritanont, T., R. Subramanian, X. Fang, B. Ma, Y. Qiu, J. H. Lin, P. G. Pearson and T. A. Baillie (2002b).
"Glucuronidation of statins in animals and humans: a novel mechanism of statin lactonization." Drug Metab Dispos
30(5): 505-12.
Prueksaritanont, T., C. Tang, Y. Qiu, L. Mu, R. Subramanian and J. H. Lin (2002c). "Effects of fibrates on metabolism
of statins in human hepatocytes." Drug Metab Dispos 30(11): 1280-7.
Prueksaritanont, T., J. M. Vega, J. Zhao, K. Gagliano, O. Kuznetsova, B. Musser, R. D. Amin, L. Liu, B. A. Roadcap,
S. Dilzer, et al. (2001). "Interactions between simvastatin and troglitazone or pioglitazone in healthy subjects." J Clin
Pharmacol 41(5): 573-81.
Prueksaritanont, T., J. J. Zhao, B. Ma, B. A. Roadcap, C. Tang, Y. Qiu, L. Liu, J. H. Lin, P. G. Pearson and T. A. Baillie
(2002a). "Mechanistic studies on metabolic interactions between gemfibrozil and statins." J Pharmacol Exp Ther
301(3): 1042-51.
Quion, J. A. and P. H. Jones (1994). "Clinical pharmacokinetics of pravastatin." Clin Pharmacokinet 27(2): 94-103.
Raimondeau, J., H. Le Marec, J. C. Chevallier and J. B. Bouhour (1992). "[Biological myolysis during combined
fenofibrate-pravastatin therapy]." Presse Med 21(14): 663-4.
87
Rasmussen, B. B., J. Maenpaa, O. Pelkonen, S. Loft, H. E. Poulsen, J. Lykkesfeldt and K. Brosen (1995). "Selective
serotonin reuptake inhibitors and theophylline metabolism in human liver microsomes: potent inhibition by
fluvoxamine." Br J Clin Pharmacol 39(2): 151-9.
Renders, L., C. S. Haas, J. Liebelt, M. Oberbarnscheidt, H. O. Schocklmann and U. Kunzendorf (2003). "Tacrolimus
and cerivastatin pharmacokinetics and adverse effects after single and multiple dosing with cerivastatin in renal
transplant recipients." Br J Clin Pharmacol 56(2): 214-9.
Renton, K. W. (1985). "Inhibition of hepatic microsomal drug metabolism by the calcium channel blockers diltiazem
and verapamil." Biochem Pharmacol 34(14): 2549-53.
Rettie, A. E., D. R. Koop and R. L. Haining (2000). CYP2C. Metabolic Drug Interactions. T. W. Levy RH, Hansten PD,
Eichelbaum M. Philadelphia, Lippincott Williams & Wilkins: 75-86.
Rowland, M. and T. N. Tozer (1989). Clinical Pharmacokinetics. Malvern, Lea & Febiger.
Rubins, H. B., S. J. Robins, D. Collins, C. L. Fye, J. W. Anderson, M. B. Elam, F. H. Faas, E. Linares, E. J. Schaefer,
G. Schectman, et al. (1999). "Gemfibrozil for the secondary prevention of coronary heart disease in men with low levels
of high-density lipoprotein cholesterol. Veterans Affairs High-Density Lipoprotein Cholesterol Intervention Trial Study
Group." N Engl J Med 341(6): 410-8.
Sakaeda, T., K. Takara, M. Kakumoto, N. Ohmoto, T. Nakamura, K. Iwaki, Y. Tanigawara and K. Okumura (2002).
"Simvastatin and lovastatin, but not pravastatin, interact with MDR1." J Pharm Pharmacol 54(3): 419-23.
Schmucker, D. L., K. W. Woodhouse, R. K. Wang, H. Wynne, O. F. James, M. McManus and P. Kremers (1990).
"Effects of age and gender on in vitro properties of human liver microsomal monooxygenases." Clin Pharmacol Ther
48(4): 365-74.
Schneck, D. W., B. K. Birmingham, J. A. Zalikowski, P. D. Mitchell, Y. Wang, P. D. Martin, K. C. Lasseter, C. D.
Brown, A. S. Windass and A. Raza (2004). "The effect of gemfibrozil on the pharmacokinetics of rosuvastatin." Clin
Pharmacol Ther 75(5): 455-63.
Schoonjans, K., B. Staels and J. Auwerx (1996). "Role of the peroxisome proliferator-activated receptor (PPAR) in
mediating the effects of fibrates and fatty acids on gene expression." J Lipid Res 37(5): 907-25.
Schuetz, E. G., A. H. Schinkel, M. V. Relling and J. D. Schuetz (1996). "P-glycoprotein: a major determinant of
rifampicin-inducible expression of cytochrome P4503A in mice and humans." Proc Natl Acad Sci U S A 93(9): 4001-5.
Scripture, C. D. and J. A. Pieper (2001). "Clinical pharmacokinetics of fluvastatin." Clin Pharmacokinet 40(4): 263-81.
Shek, A. and M. J. Ferrill (2001). "Statin-fibrate combination therapy." Ann Pharmacother 35(7-8): 908-17.
Shepherd, J., S. M. Cobbe, I. Ford, C. G. Isles, A. R. Lorimer, P. W. MacFarlane, J. H. McKillop and C. J. Packard
(1995). "Prevention of coronary heart disease with pravastatin in men with hypercholesterolemia. West of Scotland
Coronary Prevention Study Group." N Engl J Med 333(20): 1301-7.
Sheweita, S. A. (2000). "Drug-metabolizing enzymes: mechanisms and functions." Curr Drug Metab 1(2): 107-32.
Shimada, T., H. Yamazaki, M. Mimura, Y. Inui and F. P. Guengerich (1994). "Interindividual variations in human liver
cytochrome P-450 enzymes involved in the oxidation of drugs, carcinogens and toxic chemicals: studies with liver
microsomes of 30 Japanese and 30 Caucasians." J Pharmacol Exp Ther 270(1): 414-23.
Shitara, Y., T. Itoh, H. Sato, A. P. Li and Y. Sugiyama (2003). "Inhibition of transporter-mediated hepatic uptake as a
mechanism for drug-drug interaction between cerivastatin and cyclosporin A." J Pharmacol Exp Ther 304(2): 610-6.
Sikic, B. I., G. A. Fisher, B. L. Lum, J. Halsey, L. Beketic-Oreskovic and G. Chen (1997). "Modulation and prevention
of multidrug resistance by inhibitors of P-glycoprotein." Cancer Chemother Pharmacol 40(Suppl.): S13-9.
88
Silverman, J. A. (2000). P-Glycoprotein. Metabolic drug interactions. R. H. Levy, K. E. Thummel, W. F. Trager, P. D.
Hansten and M. Eichelbaum. Philadelphia, Lippincott Williams & Wilkins: 135-44.
Sinal, C. J., M. Tohkin, M. Miyata, J. M. Ward, G. Lambert and F. J. Gonzalez (2000). "Targeted disruption of the
nuclear receptor FXR/BAR impairs bile acid and lipid homeostasis." Cell 102(6): 731-44.
Singh, B. K. and J. L. Mehta (2002). "Management of dyslipidemia in the primary prevention of coronary heart
disease." Curr Opin Cardiol 17(5): 503-11.
Singhvi, S. M., H. Y. Pan, R. A. Morrison and D. A. Willard (1990). "Disposition of pravastatin sodium, a tissue-
selective HMG-CoA reductase inhibitor, in healthy subjects." Br J Clin Pharmacol 29(2): 239-43.
Sisodiya, S. M. and M. Thom (2003). "Widespread upregulation of drug-resistance proteins in fatal human status
epilepticus." Epilepsia 44(2): 261-4.
Skrabal, M. Z., J. A. Stading and M. S. Monaghan (2003). "Rhabdomyolysis associated with simvastatin-nefazodone
therapy." South Med J 96(10): 1034-5.
Sonnichsen, D. S., Q. Liu, E. G. Schuetz, J. D. Schuetz, A. Pappo and M. V. Relling (1995). "Variability in human
cytochrome P450 paclitaxel metabolism." J Pharmacol Exp Ther 275(2): 566-75.
Sonoda, J., J. M. Rosenfeld, L. Xu, R. M. Evans and W. Xie (2003). "A nuclear receptor-mediated xenobiotic response
and its implication in drug metabolism and host protection." Curr Drug Metab 4(1): 59-72.
Spieker, L. E., G. Noll, M. Hannak and T. F. Luscher (2000). "Efficacy and tolerability of fluvastatin and bezafibrate in
patients with hyperlipidemia and persistently high triglyceride levels." J Cardiovasc Pharmacol 35(3): 361-5.
Staels, B., J. Dallongeville, J. Auwerx, K. Schoonjans, E. Leitersdorf and J. C. Fruchart (1998). "Mechanism of action
of fibrates on lipid and lipoprotein metabolism." Circulation 98(19): 2088-93.
Staels, B., N. Vu-Dac, V. A. Kosykh, R. Saladin, J. C. Fruchart, J. Dallongeville and J. Auwerx (1995). "Fibrates
downregulate apolipoprotein C-III expression independent of induction of peroxisomal acyl coenzyme A oxidase. A
potential mechanism for the hypolipidemic action of fibrates." J Clin Invest 95(2): 705-12.
Staffa, J. A., J. Chang and L. Green (2002). "Cerivastatin and reports of fatal rhabdomyolysis." N Engl J Med 346(7):
539-40.
Staudinger, J. L., B. Goodwin, S. A. Jones, D. Hawkins-Brown, K. I. MacKenzie, A. LaTour, Y. Liu, C. D. Klaassen,
K. K. Brown, J. Reinhard, et al. (2001). "The nuclear receptor PXR is a lithocholic acid sensor that protects against liver
toxicity." Proc Natl Acad Sci U S A 98(6): 3369-74.
Sueyoshi, T., T. Kawamoto, I. Zelko, P. Honkakoski and M. Negishi (1999). "The repressed nuclear receptor CAR
responds to phenobarbital in activating the human CYP2B6 gene." J Biol Chem 274(10): 6043-6.
Sugimoto, K., M. Ohmori, S. Tsuruoka, K. Nishiki, A. Kawaguchi, K. Harada, M. Arakawa, K. Sakamoto, M. Masada,
I. Miyamori, et al. (2001). "Different effects of St John's wort on the pharmacokinetics of simvastatin and pravastatin."
Clin Pharmacol Ther 70(6): 518-24.
Sumida, A., S. Fukuen, I. Yamamoto, H. Matsuda, M. Naohara and J. Azuma (2000). "Quantitative analysis of
constitutive and inducible CYPs mRNA expression in the HepG2 cell line using reverse transcription-competitive
PCR." Biochem Biophys Res Commun 267(3): 756-60.
Synold, T. W., I. Dussault and B. M. Forman (2001). "The orphan nuclear receptor SXR coordinately regulates drug
metabolism and efflux." Nat Med 7(5): 584-90.
Tamai, I. and A. R. Safa (1990). "Competitive interaction of cyclosporins with the Vinca alkaloid-binding site of P-
glycoprotein in multidrug-resistant cells." J Biol Chem 265(27): 16509-13.
Thompson, P. D., P. Clarkson and R. H. Karas (2003). "Statin-associated myopathy." JAMA 289(13): 1681-90.
89
Tikkanen, M. J. (1995). "Selection of appropriate type and intensity of lipid-lowering therapy." Curr Opin Lipidol 6(6):
360-4.
Tikkanen, M. J. (1996). "Statins: within-group comparisons, statin escape and combination therapy." Curr Opin Lipidol
7(6): 385-8.
Tobert, J. A. (2003). "Lovastatin and beyond: the history of the HMG-CoA reductase inhibitors." Nat Rev Drug Discov
2(7): 517-26.
Todd, P. A. and K. L. Goa (1990). "Simvastatin. A review of its pharmacological properties and therapeutic potential in
hypercholesterolaemia." Drugs 40(4): 583-607.
Todd, P. A. and A. Ward (1988). "Gemfibrozil. A review of its pharmacodynamic and pharmacokinetic properties, and
therapeutic use in dyslipidaemia." Drugs 36(3): 314-39.
Tracy, T. S., K. R. Korzekwa, F. J. Gonzalez and I. W. Wainer (1999). "Cytochrome P450 isoforms involved in
metabolism of the enantiomers of verapamil and norverapamil." Br J Clin Pharmacol 47(5): 545-52.
Tran, J. Q., S. J. Kovacs, T. S. McIntosh, H. M. Davis and D. E. Martin (1999). "Morning spot and 24-hour urinary 6
beta-hydroxycortisol to cortisol ratios: intraindividual variability and correlation under basal conditions and conditions
of CYP 3A4 induction." J Clin Pharmacol 39(5): 487-94.
Triscari, J., B. N. Swanson, D. A. Willard, A. I. Cohen, A. Devault and H. Y. Pan (1993). "Steady state serum
concentrations of pravastatin and digoxin when given in combination." Br J Clin Pharmacol 36(3): 263-5.
Tukey, R. H. and C. P. Strassburg (2000). "Human UDP-glucuronosyltransferases: metabolism, expression, and
disease." Annu Rev Pharmacol Toxicol 40: 581-616.
Turnidge, J. and M. L. Grayson (1993). "Optimum treatment of staphylococcal infections." Drugs 45(3): 353-66.
Ucar, M., M. Neuvonen, H. Luurila, R. Dahlqvist, P. J. Neuvonen and T. Mjörndal (2004). "Carbamazepine markedly
reduces serum concentrations of simvastatin and simvastatin acid." Eur J Clin Pharmacol 59(12): 879-82.
Wallace, A., D. Chinn and G. Rubin (2003). "Taking simvastatin in the morning compared with in the evening:
randomised controlled trial." Bmj 327(7418): 788.
van Puijenbroek, E. P., P. W. Du Buf-Vereijken, P. F. Spooren and J. J. van Doormaal (1996). "Possible increased risk
of rhabdomyolysis during concomitant use of simvastatin and gemfibrozil." J Intern Med 240(6): 403-4.
Wang, J. S., M. Neuvonen, X. Wen, J. T. Backman and P. J. Neuvonen (2002). "Gemfibrozil inhibits CYP2C8-
mediated cerivastatin metabolism in human liver microsomes." Drug Metab Dispos 30(12): 1352-6.
Varhe, A., K. T. Olkkola and P. J. Neuvonen (1996). "Diltiazem enhances the effects of triazolam by inhibiting its
metabolism." Clin Pharmacol Ther 59(4): 369-75.
Waxman, D. J. (1999). "P450 gene induction by structurally diverse xenochemicals: central role of nuclear receptors
CAR, PXR, and PPAR." Arch Biochem Biophys 369(1): 11-23.
Waxman, D. J., D. P. Lapenson, T. Aoyama, H. V. Gelboin, F. J. Gonzalez and K. Korzekwa (1991). "Steroid hormone
hydroxylase specificities of eleven cDNA-expressed human cytochrome P450s." Arch Biochem Biophys 290(1): 160-6.
Weber, P., J. T. Lettieri, L. Kaiser and A. L. Mazzu (1999). "Lack of mutual pharmacokinetic interaction between
cerivastatin, a new HMG-CoA reductase inhibitor, and digoxin in healthy normocholesterolemic volunteers." Clin Ther
21(9): 1563-75.
Wehrli, W. (1983). "Rifampin: mechanisms of action and resistance." Rev Infect Dis 5 Suppl 3: S407-11.
Wei, P., J. Zhang, D. H. Dowhan, Y. Han and D. D. Moore (2002). "Specific and overlapping functions of the nuclear
hormone receptors CAR and PXR in xenobiotic response." Pharmacogenomics J 2(2): 117-26.
90
Wen, X., J. S. Wang, J. T. Backman, K. T. Kivisto and P. J. Neuvonen (2001). "Gemfibrozil is a potent inhibitor of
human cytochrome P450 2C9." Drug Metab Dispos 29(11): 1359-61.
Wen, X., J. S. Wang, J. T. Backman, J. Laitila and P. J. Neuvonen (2002). "Trimethoprim and sulfamethoxazole are
selective inhibitors of CYP2C8 and CYP2C9, respectively." Drug Metab Dispos 30(6): 631-5.
Venkatesan, K. (1992). "Pharmacokinetic drug interactions with rifampicin." Clin Pharmacokinet 22(1): 47-65.
Vergoulas, G., G. Miserlis, F. Solonaki, G. Imvrios, D. Gakis, V. Papanikolaou, A. Papagiannis, G. Visvardis, D.
Takoudas and A. Antoniadis (2000). "Combined treatment of hypercholesterolemia of renal transplant allograft
recipients with fluvastatin and gemfibrozil." Transpl Int 13 Suppl 1: S64-7.
White, C. M. (2002). "A review of the pharmacologic and pharmacokinetic aspects of rosuvastatin." J Clin Pharmacol
42(9): 963-70.
Vickers, S., C. A. Duncan, I. W. Chen, A. Rosegay and D. E. Duggan (1990a). "Metabolic disposition studies on
simvastatin, a cholesterol-lowering prodrug." Drug Metab Dispos 18(2): 138-45.
Vickers, S., C. A. Duncan, K. P. Vyas, P. H. Kari, B. Arison, S. R. Prakash, H. G. Ramjit, S. M. Pitzenberger, G.
Stokker and D. E. Duggan (1990b). "In vitro and in vivo biotransformation of simvastatin, an inhibitor of HMG CoA
reductase." Drug Metab Dispos 18(4): 476-83.
Wierzbicki, A. S., D. P. Mikhailidis, R. Wray, M. Schacter, R. Cramb, W. G. Simpson and C. B. Byrne (2003). "Statin-
fibrate combination: therapy for hyperlipidemia: a review." Curr Med Res Opin 19(3): 155-68.
Williams, J. A., B. J. Ring, V. E. Cantrell, D. R. Jones, J. Eckstein, K. Ruterbories, M. A. Hamman, S. D. Hall and S. A.
Wrighton (2002). "Comparative metabolic capabilities of CYP3A4, CYP3A5, and CYP3A7." Drug Metab Dispos
30(8): 883-91.
Villikka, K., K. T. Kivistö, J. T. Backman, K. T. Olkkola and P. J. Neuvonen (1997). "Triazolam is ineffective in
patients taking rifampin." Clin Pharmacol Ther 61(1): 8-14.
Witztum, J. L., D. Simmons, D. Steinberg, W. F. Beltz, R. Weinreb, S. G. Young, P. Lester, N. Kelly and J. Juliano
(1989). "Intensive combination drug therapy of familial hypercholesterolemia with lovastatin, probucol, and colestipol
hydrochloride." Circulation 79(1): 16-28.
Wolf, C. R. and G. Smith (1999). "Cytochrome P450 CYP2D6." IARC Sci Publ(148): 209-29.
Volk, H. A., H. Potschka and W. Loscher (2004). "Increased expression of the multidrug transporter P-glycoprotein in
limbic brain regions after amygdala-kindled seizures in rats." Epilepsy Res 58(1): 67-79.
von Richter, O., O. Burk, M. F. Fromm, K. P. Thon, M. Eichelbaum and K. T. Kivistö (2004). "Cytochrome P450 3A4
and P-glycoprotein expression in human small intestinal enterocytes and hepatocytes: a comparative analysis in paired
tissue specimens." Clin Pharmacol Ther 75(3): 172-83.
Wrighton, S. A., E. G. Schuetz, K. E. Thummel, D. D. Shen, K. R. Korzekwa and P. B. Watkins (2000a). "The human
CYP3A subfamily: practical considerations." Drug Metab Rev 32(3-4): 339-61.
Wrighton, S. A. and J. C. Stevens (1992). "The human hepatic cytochromes P450 involved in drug metabolism." Crit
Rev Toxicol 22(1): 1-21.
Wrighton, S. A. and K. E. Thummel (2000b). CYP3A. Metabolic drug interactions. R. H. Levy, K. E. Thummel, W. F.
Trager, P. D. Hansten and M. Eichelbaum. Philadelphia, Lippincott Williams & Wilkins: 115-33.
Wu, C. Y., L. Z. Benet, M. F. Hebert, S. K. Gupta, M. Rowland, D. Y. Gomez and V. J. Wacher (1995).
"Differentiation of absorption and first-pass gut and hepatic metabolism in humans: studies with cyclosporine." Clin
Pharmacol Ther 58(5): 492-7.
Wu, X., L. R. Whitfield and B. H. Stewart (2000). "Atorvastatin transport in the Caco-2 cell model: contributions of P-
glycoprotein and the proton-monocarboxylic acid co-transporter." Pharm Res 17(2): 209-15.
91
Vu-Dac, N., K. Schoonjans, V. Kosykh, J. Dallongeville, J. C. Fruchart, B. Staels and J. Auwerx (1995). "Fibrates
increase human apolipoprotein A-II expression through activation of the peroxisome proliferator-activated receptor." J
Clin Invest 96(2): 741-50.
Vyas, K. P., P. H. Kari, S. R. Prakash and D. E. Duggan (1990). "Biotransformation of lovastatin. II. In vitro
metabolism by rat and mouse liver microsomes and involvement of cytochrome P-450 in dehydrogenation of
lovastatin." Drug Metab Dispos 18(2): 218-22.
Wyde, M. E., E. Bartolucci, A. Ueda, H. Zhang, B. Yan, M. Negishi and L. You (2003). "The environmental pollutant
1,1-dichloro-2,2-bis (p-chlorophenyl)ethylene induces rat hepatic cytochrome P450 2B and 3A expression through the
constitutive androstane receptor and pregnane X receptor." Mol Pharmacol 64(2): 474-81.
Xie, W., J. L. Barwick, C. M. Simon, A. M. Pierce, S. Safe, B. Blumberg, P. S. Guzelian and R. M. Evans (2000).
"Reciprocal activation of xenobiotic response genes by nuclear receptors SXR/PXR and CAR." Genes Dev 14(23):
3014-23.
Xie, W., A. Radominska-Pandya, Y. Shi, C. M. Simon, M. C. Nelson, E. S. Ong, D. J. Waxman and R. M. Evans
(2001). "An essential role for nuclear receptors SXR/PXR in detoxification of cholestatic bile acids." Proc Natl Acad
Sci U S A 98(6): 3375-80.
Yamazaki, M., S. Akiyama, K. Ni'inuma, R. Nishigaki and Y. Sugiyama (1997). "Biliary excretion of pravastatin in
rats: contribution of the excretion pathway mediated by canalicular multispecific organic anion transporter." Drug
Metab Dispos 25(10): 1123-9.
Yeo, K. R., W. W. Yeo, E. J. Wallis and L. E. Ramsay (1999). "Enhanced cholesterol reduction by simvastatin in
diltiazem-treated patients." Br J Clin Pharmacol 48(4): 610-5.
Yuen, S. L. and B. McGarity (2003). "Rhabdomyolysis secondary to interaction of fusidic acid and simvastatin." Med J
Aust 179(3): 172.
Yusuf, S. (2002). "Two decades of progress in preventing vascular disease." Lancet 360(9326): 2-3.
Zambon, D., E. Ros, C. Rodriguez-Villar, J. C. Laguna, M. Vazquez, C. Sanllehy, E. Casals, J. M. Sol and G.
Hernandez (1999). "Randomized crossover study of gemfibrozil versus lovastatin in familial combined hyperlipidemia:
additive effects of combination treatment on lipid regulation." Metabolism 48(1): 47-54.
Zamora, J. M., H. L. Pearce and W. T. Beck (1988). "Physical-chemical properties shared by compounds that modulate
multidrug resistance in human leukemic cells." Mol Pharmacol 33(4): 454-62.
Zhanel, G. G., M. Walters, A. Noreddin, L. M. Vercaigne, A. Wierzbowski, J. M. Embil, A. S. Gin, S. Douthwaite and
D. J. Hoban (2002). "The ketolides: a critical review." Drugs 62(12): 1771-804.
Zhao, P. and J. T. Slattery (2002). "Effects of ethanol dose and ethanol withdrawal on rat liver mitochondrial
glutathione: implication of potentiated acetaminophen toxicity in alcoholics." Drug Metab Dispos 30(12): 1413-7.
Zhi, J., R. Moore, L. Kanitra and T. E. Mulligan (2003). "Effects of orlistat, a lipase inhibitor, on the pharmacokinetics
of three highly lipophilic drugs (amiodarone, fluoxetine, and simvastatin) in healthy volunteers." J Clin Pharmacol
43(4): 428-35.
